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MATERIALS AND METHODS IF0/26/27 

Prepared slides stained with haenatoxylin and eosin or by Perls' 
Prussran blue method for iron together with further tissues embedded in 
oaraffin wax were received from Italfarmaco S.p.a. Milan. The material 
was from Wistar rats dosed with the test compound, ITF 282, daily for 52 
weeks, by oral gavage. 

Histopathological examination was performed on male and female rats 
from control and 85 mg/kg/day ITF 282 groups killed at terminatzon of the 
study. 

Slides were received, stained with haematoxylin and eosin, of the 
following tissues: 

liver 
spleen 
kidney 

duodenum 
ileum 
jelunum 
caecum 
Colon 

Additional sections ntalncd by Perls' Prussian blue method for Iron 
were received of the following tissues: 

liver spleen 

Paraffin wax blocks were received of samples of the following 
tissues: 

heart cervic:al lymph nodes 
aor t2 

salivary glands 
(usually salivary gland) 

adrenals 
l .UilCJS pancreas 
thyroids urinary bladder 
trachea seminal vesicles 
brain stomach 
prtuitary Oesophagus 
cectes spinal cord 
odarles muscle 
uterus eyes 
prostate sternum 

These tissues were sectioned (at HRC) at 5 ~1.~ and sLained with 
haematoxylin and eosln. 

Additronal sections of lung from a proportion of rats were starned 
by Perls's Prussian blue method for iron. 



RESULTS IF0/26/27 

Individual animal histopathological findings are given in the Appendix and 
group lesion incidences summarised in the tables. The following comments 
are made in summary: 

No treatment-related changes were detected. 

CHANGES RELATED TO EXPERIMENTAL PROCEDURE 
. . . 

Minimal foci of pigmented macrophages were observed in the lungs in 
3/23 male and 5/29 female rats receiving 85 mg/kg/day ITF 282 as compared 
with l/32 female rats and none in male rats in the control group. Moderate 
foci of pigmented macrophages were recorded in S/23 male rats and 6/29 female 
rats in the 85 mg/kg/day group but not in any control animals. In addition 
one male rat receiving 85 mg/kg/day had a single focus of pigmented 
macrophages. 

A proportion of lung sections from these rats was stained by Perls' 
Prussian blue method and the pigment stained positively indicating 
haemosiderin. 

In view of the nature of the compound and in the <absence of systemic 
effects the most likely explanation for this pulmonary haemosiderosis is 
incorrect dosing during oral gavage with introduction of test compound 
into the lungs. 

INCIDENTAL FINDINGS 

Other lesions described in the individual animal reports and listed 
in the tables were considered spontaneous in origin and therefore of no 
toxicological significance. 
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Microscopic pathology incidence summary 
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TABLE IF0/26/27 

(Pathology - continued) 

An) na1r Lo999d: 
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TABLE IFO/26/27 

(Pathology - continued) 

Anl ma19 Loqqad: 
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TABLE IF0/26 /27 

(Pathology - continued) 
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(Pathology - continued) 
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TABLE IF0/26/27 

(Pathology - continued) 

AnImala Loqqmd: 
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TABLE IF0/26/27 

(Pathology - continued) 

Anj mals Loqqed. 

Ileum .................... 

Nut Remarkable ............... 

W,ss,"q. .................. 

tIl"In.1 mucos,al lnflsmn~tlo” ....... 

ninlmal lymt>hold hypmrplamla ....... 

+aL "eCr‘>.II ,n .o.entary ......... 

Caecun ................... . . 
Nut Hernarkable ............... . . 
n,ssrnLJ. .................. . . 

Parasltcts) tn lumen ........... . . 
H~n~nal mucosal lnflammatlon ....... . . 
H~n,mal subnocoeal lnflamnatlon ...... . . 
n~nrmal submucorral osdera ......... . . 
ntnlmal rubmucoeal lymphold hyperplasla . . . . 

Colon .................... . . 
Nrrt Remarkdble ............... . . 
ti,ae,nq. .................. . . 

P.ir.+s,tetsl tn lumen ........... . . 
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TABLE 

(Pathology - continued) 

Anl malr Loqqed: 22 0 0 0 23 12 0 0 0 29 

srarnum . . . . . . . . . . . . . . . . . . . . . 22 0 0 0 23 32 0 0 0 29 
Not Remarkable . . . . . . . . . . . . . . . . . 12 0 0 0 20 31 0 0 0 23 
“lsslnq. . . . . . . . . . . . . . , . . . . . . 10 0 0 0 3 1 0 0 0 6 

“l.m.ry gland . . . . . . . . . . . . . . . . . , 0 0 0 0 0 0 0 0 0 1 
W,,t Remarkable . . . . . . . . . . . . . . . . . 0 0 0 0 0 0 0 0 0 0 

“anmary Cl broadenoms . . . . . . . . . . . . . 0 0 0 0 0 0 0 0 0 I 

IFO/26/27 



APPENDIX IFo/26/27 

Rats killed at termination 

Group : 0 1 2 3 4 

Compound: ITF 282 

Level (mg/kg/day): Control 10,6 21,2 42.5 05 

H~stopathologlcal flndlngs are presented by an automated data collection system and 
the followlnq comments should be noted: 

The following abbrevlatlons are used: 

n.g. 

9 

non-glandular (region of stomach) 

glandular (region of stomach) 



APPENDIX 

[Patholoqy - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kdday 

Rat No./Sex: R 2 /M 

Designated: TERMINAL 

The following observations were noted: 
Aorta (Missing) 
Trachea (Missing) 
Heart (Hrssing) 
Lungs (Missing) 
Lymph nodes (Missing) 
Liver Area of fibrosis and siderocytes. Focal bile duct 

proliferation. 
Spleen Perls' Moderate Perls' positive material. 
Pancreas (Missing) 
Kidneys Minimal foci of interstitial tmnonuclear cells. 

Minimal foci of basophilic cortical tubules. 
Urinary bladder (hussi nq) 
Prostate (Missing) 
Senunal vesicles (Hmsinq) 
Testes (Missing) 
Thyroids (Miaeing) 
Adrenals (Missing) 
Pituitary 
Salivary gland 
OesophagLls 
Stomach 
Caecum 
Skeletal muscle 
Eyes 

Missing) 
Misaing) 
Missing) 
Missing) 
Missing) 
Missing) 
Missing) 

Spinal cord (Missing) 
Brain (Mx3slng) 
Sternum (tissing) 

The following tissues were considered normal: 
Liver Perls', Spleen, Duodenum, Je]unum, Ileum, Colon. 

Pathologist: L.E.Pish 

Date: 24 Oct85 



APPENDIX 

(Pathology - continued) 

, 

IFO/26/27 

Xndivxdual Animal Histopatholoqy 

Compound: ITF 282 

Level: 0 w/kg/day 

Rat No./Sex: R 3 /M 

Desk qnated: TERMINAL 

The followinq observations were noted: 
Lungs Wderate peribronchiolar lymphoid aggregates. mderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. bderate peribronchiolar acrni with 
~nflamma+Jon. Minimal pneumonitis. Pulmonary cyst not 
visible in sections provided. 

Lymph nodes (Missing) 
Spleen Perls’ Minimal Perls' positive material. 
Tastes moderate uni lateral tubular atrophy. 
Pituitary (Missing) 
Stomach Wnimal rrplcosal inflammation(g). 
Caecum (Kissing) 
Skeletal muscle (Missing) 
Spinal cord (Missi.nq) 
Sternum (Mxssmq 1 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary 
bladder, Prostate, Seminal vesicles, Thyroids, Adrenals, Salivary gland, 
Oesophaqus, Duodenum, Je]unum, Ileum, Colon, Eyes, Brain. 

Pathologist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - contu-ued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mq/kq/ay 

Rat No./Sex: R 4 /M 

Desiqnated: TEXMINAL 

The foilowing observations were noted: 
Trachea Focal subepithelial mnonuclear cells. 
Lungs Moderate alveolar conqestion/haem3rrhage. 
Lymph nodes (Missing) 
Spleen Perls' Minimal Perls ’ positive material. 
Kidneys Minimal foci of interstitial mononuclear cells. Pocus 

of basophflic cortical tubules. 
Pituitary (Missing) 
Stomach Minimal submucosal oedema(q). 
Jejunum , (Missing) 
Caecum (Missing) 
Colon Parasite(s) in lumen. 

The following tissues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus, 
Duodenum, I leum, Skeletal mscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 OctS5 



APPEM)IX 

(Pathology - contmued) 

compound: ITF 282 

IF0/26/27 

Individual Animal Histopathology 

Level: 0 mg/kg/day 

Rat No./Sex: R 5 /M 

Designated: TERMINAL 

The followinq observatfons were noted: 
Trachea Minimal subepithelfal rrononuclear cells. 
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Foci of alveolar macrophages. 

Lymph nodes (Missing) 
Liver Minimal periportal tmnonuclear cells. 
Spleen Perls' Minjmal Perls' positive material. 
kidneys Occasional dilated tubules vith eosinophilic contents. 

Testes Focus of interstitial cell hyperplasia. 
Oesophagus (Missmg) 
Caecum (Mlesing) 

The following tissues were considered normal: 
Aorta, Heart, Liver Perls', Spleen, Pancreas, Urjnary bladder, Prostate, 
Seminal vesicles, myroids, Adrenals, Pituitary, Salivary gland, Stomach, 
Duodenum, Je]unum, Ileum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, 
Sternum. 

Patholoqist: L.E.Flsh 

Date: 24 Oct85 



APPENDIX 

(Pathology - contmued) 

IPO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 w/kg/&y 

Hat No./Sex: R 6 /M 

Designated: TERMINAL 

The following observations were noted: 
Trachea Moderate focal subepitbelfal mnonuclear cells. 
Lungs Minimal pneumonitm. Minimal peribronchiolar lymphoid 

aggregates. 
nymph nodes (Hissing) 
Spleen Perls' Minimal Perls' positive material. 
Pancreas Minimal peri-islet siderocytea. 
Urinary bladder Parasite(s) in lumen. 
Adrenals MinImal focal medullary hyperplasia. 
Pituitary (Missing) 
Oesophagua (Hissing) 
Stomach klmimal mcosal mflamnati.on(g). Minimal sulxnucosal 

oedema(g). Minimal submucoeal mflammation(g). 
Caecum (Missing) 

The following tissues were considered bormal: 
Aorta, Heart, Liver, Liver Perls’, Spleen, Kidneys, Prostate, Seminal 'vasicles , 
Testes, myroids, Salivary gland, Duodenum, Je)unum. Ileum, Colon, Skeletal 
muscle, Eyes, Spinal wrd, Brain, Sternum. 

Pathologist: L.E.Pish 

Date: 24 octss 



APPENDIX 

(Pathology - contlnuedl 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level : 0 mg/kg/day 

Rat No./Sex: R 7 /M 

Designated: TERMINAL 

i. 

: 

The followlnq observations were noted: 
Trachea (Missing) 
Lungs Moderate paribronchiolar lymphoid aggregates. Minimal 

pneunmn~t~s. Minimal bronchiolar epithelial 
hypertrophy with prominent goblet cells. 

Lymph nodes (Missing) 
Liver Focal bile duct proliferation. Area of mineralisation 

fibrosis and inflammation. 
Spleen Perls' Minimal Perls' positive material. 
Pancreas Focal exocrxne acinar atrophy. 
Urinary bladder Parasite(s) in lumen. 
Testes (Missing) 
Duodenum (Mbsing) 
Jejunum (Mxsinq) 
Ileum (Missing) 
Caecum (Mxsslnql 
Colon (Mrss1nq) 

The following tissues were considered normal: 
Aorta, Heart, Liver Perls', Spleen, Kidneys, Prostate, Seminal vesicles, 
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Skeletal 
muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fi.sh 

Date: 24 OctBS 



b !“: 

APPENDIX 

(Pathology - contmued) A 

130/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 10 /M 

Designated: TERMINAL 

The followinq observations were noted: 
Trachea ninimal subepithelial lymphoid hyperplasia. 
Lungs Minimal peribronchiolar lyzuphoid aggregates. 
nymph nodes (Missing) 
-vet W.nimal foci of ground glass hepatocytes. Minimal foci 

of mononuclear cells. 
Spleen Perls' 
Pancreas 
Kidneys 

Minimal Perls' positJv0 materi#al. 
Minimal periarteritio. 
MinImal foci of interstitial mononuclear cells. 
Minimal foci of basopbilic cortical tubules. 

Oeeophagua 
Caecum 
Colon 

(Missrng) 
(Missing) 
Minimal submucosal lymphoid hyperplasia. 

The followrng tissues were considered normal: 
Aorta, Heart, Liver Perls', Spleen, Urinary bladder, Prostate, Seminal 
vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Stomach, 
Duodenum, Jeyunum, Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Oct85 



APPENDIX 

(Pathology - continued) 

t 

lPO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: C, q/kg/day 

Rat Uo./Sex: R 11 /M 

Designated: TERMINAL 

The followinq observations were noted: 
Lung6 Focal pneumonitis. 
Lymph nodes (Missy ng) 
Liver Minimal foci of mononuclear cells. 
Spleen Perls' moderate Perls' positive material. 
urinary bladder Parasite(s) in lumen. Parasites in mucosd. 
Adrenals Focus of cortical hyperplasia. 
Duodenum Minimal mucoeal inflammation. 
Je)unum Minimal mucosal inflammation. 
1laLUl Mx0mal mucosal inflammation. 
Caecum (Mxsing) 
Colon M.inimal mucosal inflammation. 
Eyes (Missing) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver Perls ', Spleen, Pancreas, Kidneys, Prostate, 
Seminal vesicles, Testes, l'byroids, Pituitary, Salivary gland, Oasophagus, 
Stomach, Skeletal muscle, Spinal cord, Brain, Sternum. 

PathOlO~lSt: L.E.Fish 

Date: 24 OctBS 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopatholoqy 

Compound: ITF 282 

Level: 0 w/kg/day 

Rat No./Sex: R 14 /M 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Trachea Mrnimal subepithelial inflammation. Inflammatory cells 

in lumen. 
Lungs 

Lymph nodes 
Spleen Perls' 
Adrenals 
Colon 

Wderate peribronchiolar lymphoid aggregates. Minimal 
bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal focal pleumonitis. 
(Missing) 
Moderate Perls ’ positive material. 
Focal madullary hyperplasia. 
Minimal submucosal Lymphoid hyperplasia. 

The following tiseues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder, 
Prostate, Seminal veslcles, Testes, Thyroids, Pituitary, Salivary gland, 
oesophague, Stomach, Duodenum, Je)unum, Xleumr Caecum, Skeletal muscle, Eyes, 
Spinal cord, Brain, Sternum. 

Pathologist: L.E.Flsh 

Date: 24 O&85 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kdday 

Rat No./Sex: R 16 /M 

Uesiqnated: TERMINAL 

The followinq observations were noted: 
Lungs Minimal paribronchiolar lymphoid aggregates. 
Lymph nodes (Hissing) 
Spleen Perls' Trace of Perls' positjve material. 
Kidneys Minimal foci of basophilic cortxal tubules. 
Urinary bladder Parasite(s) in lumen. 
Eyes (Miesxng) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, bver, Liver Perls', Spleen, Pancreas, Prostate, Seminal 
vesicles, Testes, myroids, Adrenals, Pituitary, Salivary gland, Oesophagus, 
Stomach, Duodenum, Je)unum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, 
Brain, Sternum. 

Patholoqist: L.E.Fish 

Date : 24 Oct85 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 w/kg/W 

Rat No./Sex: R 17 /M 

Designated: TERMINAL 

The following observations were noted: 
Lungs Minimal bronchiolar epithelial hypertrophy with 

prominent goblet cells. Minimal peribronchiolar 
lymphoid aggregates. 

Lymph nodes (Missing) 
Liver Mrnimal foci of ground glass hepatocytes. 
Spleen Perls’ Moderate Perls' positive material. 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver Perls', Spleen, Pancreas, Kidneys, Urinary 
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, 
Salivary gland, Oasophagus, Stomach, Duodenum, Jejunum, Ileum, Caecum, (hlon, 
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholosist: L.E.Fish 

Date: 24 OctB5 



APPENDIX 

(Pathology - continued) 

IPC/26/27 

Individual Animal Histopathology 

Compound: ITP 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 18 /H 

Designated: TERMINAL 

The following observations were noted: 
Lungs Wnlmal bronchiolar epithelial hypertrophy with 

prominent soblet cells. Marked focal peribronchiolar 
lymphoid aggregates. 

Lymph nodes (Mjssinq) 
Lfver Minimal foci of mononuclear cells. 
Spleen Perls' Minimal Perls' positive material. 
Kidneys Minimal foci of interstitial nunonuclear cells. 

The followjng tissues were considered normal: 
Aorta, Trachea, Heart, Liver Perls', Spleen, Pancreas, Urinary bladder, 
ProBtate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary 
qland, Oesophaqus, Stomach, Duodenum, Je]unum, Ileum, Caecum, Colon, Skeletal 
muscle, Eyes, Spinal cord, Brain, Sternum. 

. Pathologist: L.E.Fish 

Date: 24 Oct85 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 q/kg/-y 

Rat No./Sex: R 22 /M 

Designated: TERMINAL 

The followinq observations were hoted: 
Trachea Minimal subepithelial inflammation. 
Lung8 Minmal pneumonitis. M.mimal psrihronchiolar lymphoid 

aggregates. 
Lymph nodes 
Liver 

(Missing) 
Focal psrlportal fibrous tissue scarring. Minimal foci 
of siderocytes. 

Spleen Perls' MDderate Perls' positive material. 
Stomach Focal suhucoeal adipose ussue( g;l . 
Je]unum Subrnucosal lymphoid hyperplasra. 
Caecum Parasite(s) in lumen. 
Skeletal muscle (Missing) 
Spmal cord (Missing) 
Brain (Missing) 
Sternum (Missing) 

The following tissues were coneldered normal: 
Aorta, Heart, Uver Perls', Spleen, Pancreas, Kidneys, Urinary bladder, 
Prostate, Senunal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary 
gland, Oesophagus, Duodenum, Ileum, Colon, Eyes. 

Pathologist: L.E.Fish 

Date : 24 Oct85 



APPENDIX 

(Pathology - contznued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: XTF 282 

Level : 0 mg/kg/day 

Rat No./Sex: I7 24 /M 

Desk gnatzed: TERMINAL 

The following observations were noted: 
Trachea Moderate focal subepithelial inflammation. 
Lungs 

Liver 

Spleen Perls' 
Duodenum 
JeJunum 
Ileum 
Caecum 
Colon 
Skeletal muscle 
Spinal wrd 
Brain 
Sternum 

Minimal pneumonitis. Minimal bronchiolar epfthelial 
hypertrophy with prominent goblet cells. Minimal 
peribronchiolar lymphoid aggregates. 
Minimal foci of hypertrophic hepatocytes.. Area of 
fibrosis, inflammation and adipose tissue. 
Minlmal Perls' positjve material. 
Minimal mucosal inflammation. 
Mrnlmal mucosal Inflammation. 
Minimal mucosal Inflammation. 
Minimal mucosal inflammation. 
tQnima1 mucosal inflammation. 
(Missing) 
(Rissrng) 
(Mrsslng) 
(Hissrng) 

The following u ssues were considered normal: 
Aorta, Heart, Lymph nodes, Liver Perls', Spleen, Pancreas, Kidneys, Urinary 
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pltultary, 
Salivary gland, Oesophagus, Stomach, Eyes. 

Pathologist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/~y 

Rat No./Sex: R 25 /M 

Desiqnated: TERMINAL ' 

The follovinq observations were noted: 
Trachea Minimal inflammatory cells in lumen. 
Lungs Moderate peribronchlolar Lymphoid aggregates. Mderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal pneumonrtis. 

Lymph nodes (M.using) 
Liver Minimal foci of mononuclear cells. 
Spleen Perls’ Wnimal Perls' positive material. 
Kidneys Minimal foci of interstitial nrononuclear cells. 

Minimal foci of basophilic cortical tubules. Brtical 
cyst. 

Pituitary (Missing) 
Skeletal muscle (Missing) 
Spinal cord (Missing1 
Sternum (Missing) 

The following tissues were considered normal: 
Aorta, Heart, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus, 
Stomach, Duodenum, JeJunum, Ileum, Caecum, Colon, Eyes, Brain. 

Pathologist: L.E.Fish 

Date: 24 ocfB5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopthology 

Compound: ITF 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 26 /n 

Desiqnated: TEMINAL 

The following observations were noted: 
Aorta (Missing) 
Trachea (Musing) 
Heart (MI seing) 
Lungs o.Llssing) 
Lymph nodes (t42ssing) 
Spleen Perls' M.bhaal Perk' positive material. 
Pancreas (Missing) 
Kidneys 

Urinary bladder 
Prostate 
Seminal vesicles 
Testes 
Thyroids 
Adrenals 
Pituitary 
Salivary gland 
Oesophagus 
Stomach 
Duodenum 
JeJWlLMl 
Ileum 
Caecum 
Colon 
Skeletal muscle 
Eyes 
Spmal cord 
Brain 
Sternum 

tinimal foci of interstitial wnonuclear cells. Focus 
of basophilic cortical tubules. 
(Mussing) 
(Missing) 
(M2sslng) 
(MLssing ) 
(M.h3sl.ng) 
(Missing) 
(Missing) 
(Missing) 
(Musing) 
(Missing) 
(Missing) 
(Mjssmg) 
(Missing) 
(Missing) 
(tissing) 
(Mlssinq) 
(MiaaLng) 
(Missing) 
(Mlssing) 
(Missing) 

The following tissues were considered normal: 
Lover, Liver Perls', Spleen. 

Pathologist: L.E.Fiah 

C)ate: 24 OotS5 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathola,gy 

Compound: ITF 282 

Level: 0 w/kg/day 

Rat No./Sex: R 29 /M 

Designated: TERMINAL 

The following observations were noted: 
Heart Minimal foci of myocarditis. 
Lungs Minimal preunk2nitis. Minimal bronchiolar epithelial 

hypertrophy with prominent goblet cells. 
Lymph nodes (Missing) 
Spleen Perls' Minimal Perls' positive material. 
Adrenals Focal cortical hyperplasia. 
Pituitary Cyst(s) in pars anterior. 
Duodenum Minimal mucoaal inflammation. 
Skeletal muecle (Missing) 
Spinal mrd (Missing) 
Sternum (Mjsei.ng) 

The following tissues were considered normal: 
Aorta, Trachea, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary 
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Salivary gland, 
Oesophagus, Stomach, Je]unum, Ileum, Caecum, Colon, Eyes, Brain. 

Pathologist: L.E.Fish 

Date : 24 oct05 



APPENDIX 

(Pathology - continued) 

IFC/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mdkg/day 

Rat No./Sex: R 30 /M 

Desiqnated: TERMINAL 

The followlnq observations were noted: 
Trachea Minimal subepithelial inflammation. - 
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Purulent bronchopneurtnnia. 

Lymph nodes (Missing) 
Spleen Perls' Minimal Perls' positive material. 
Urinary bladder Parasites in mucosa. 
Salivary gland Mznimal foci of interstitial mononuclear cells. 

The following tissues were considered normal: 
aorta, Heart, Liver, Isver Perls', Spleen, Pancreas, Kidneys, Prostate, Seminal 
vesicles, Testes, Thyroids, Adrenals, Pituitary, Ossophagus, Stomach , Duodenum, 
Jelunum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain , 
Sternum. 

Pathologist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - contxuied) 

IPO/26/27 

Individual Animal tiistopathology 

Compound: ITP 282 

Level; 0 mg/kq/day 

Rat No./sex: R 31 /M 

Desiqnated: TERMINAL 

The following observations were noted: 
Trachea Blood in lumen. 
Lungs Minimal peribronchiolar lymphoid aggregates. hderate 

perivascular mononuclear cells. 
Lymph nodes 
Spleen 
Spleen Perls' 
Pancreas 
Pltrutary 
Stomach 
Caecum 

Skeletal muscle 
Spinal cord 
Sternum 

(Misalng) 
Minimal extramedullary haemopoiesis. 
Minimal Perls' positive material. 
Minimal exocrine acinar atrophy. 
Cyst(s) in pars anterjor. 
Minimal submucosal mflauuuation(g). 
Parasite(s) in lumen. Minimal submucosal lymphoid 
hyperplasia. 
(Missing) 
(Wssmq) 
(t43sssmg) 

The following tissues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Kidneys, Urinary bladder, Prostate, Seminal 
vesicles, Testes, Thyroids, Adrenals, Salivary gland, Cesophagus, Duodenum , 
Je)unum, Ileum, Colon, Eyes, Brain. 

Pathologist: L.E,Pieh 

Date: 24 OctBS 



APPENDIX 

(Pathology - contrnued; 

IPO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level : 0 mg/kg/day 

Rat No./Sex: R 32 /M 

Designated: TERMINAL 

The following observations were noted: 
Trachea Blood in lumen. 
Lungs Minimal pneumonitis. 
Spleen Perls' Minimal Perls' positive material. 
Kidneys t inimal foci of basophilic wrtical tubules. 
Stomach tinlmal mucosal Lnflammation(g). Minimal submucosal 

inflammation(g). 
Skeletal muscle (Missing) 
Spinal cord (Mu.si.ng) 
Sternum (Missmg) 

The following tissues were considered normal: 
Aorta, Heart, Lymph nodes, Liver, Liver Perls', Spleen, Pancreas, Urinary 
bladder, Prostate, Senunal vesicles, Testes, Thyroids, Adrenals, Pituitary, 
Salrvary gland. Omophagus, Duodenum, JeJunum, Ileum, Caecum, Colon, Eyes, 
Brawn. 

Patholoqist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 33 /I4 

Designated: TE%MINAL 

The following observations were noted: 
Lungs Minimal bronchiolar epfthelial hypertrophy with 

prominent goblet cells. Minimal peribronchiolar 
lymphoid aggregates. 
(Missing) 
Wderate Perls' positive material. 
Minimal foci of interstitial mononuclear cells. 
MinImal foci of basophilic wrtical tubules. 
(Missing) 
Minimal submucosal inflammation(g). 
(Missing) 
(Missing) 
(Wssing) 

Lymph nodes 
Spleen Perls' 
Kidneys 

Piali tary 
Stomach 
Skeletal muscle 
Spinal cord 
Sternum 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas I Urinary bladder, 
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, 
Oesophagus , Duodenum, Jelunum, Ileum, Caecum, Colon, Eyes,. Brain. 

Pathologist: L-E-Fish 

- 24 l3x.05 Date : 



Compound: 

Level: 

APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

ITF 282 

0 mg/kg/day 

Rat No./Sex: R 37 /M 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Trachea Moderate subepithelial inflammation. 
Lunge Boderate peribronchiolar lymphoid aggregates. Moderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. tQnrma1 peribronchiolar aclni with 
fnflammatron. 

Lymph nodes (MlssJ ng) 
Liver Minimal foci of ground glass hepatocytee. 
Spleen Perla' Minimal Perls' positive material. 
Kidneys Minimal foci of basophilic cortical tubules. Moderate 

foci of interstitial mononuclear cells. 
Salivary gland moderate foci of interetitial Rononucleat cells. 

The folloving tissues vere wnsidered normal: 
Aorta, Heart, Ijver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Oesophagus, Stomach, 
Duodenum, Je]unum. Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, 
Brain, Sternum. 

Pstholoqist: L.E.Fish 

Date: 24 OctSS 



APPENDIX 

(Pathology - continued) 

X0/26/27 

Individual Anlmal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 201 /M 

Deaiqnated: TERMINAL 

The followinq observatj.one were noted: 
Trachea Inflammatory cells in lumen. Subepithelial akxonuclear 

cells. 
Lungs boderate peribronchiolar lymphoid aggregates. hinimal 

pneumonitfs. Minimal bronchiolar epithelial 
hypertrophy with prominent qzablet cells. mnimal 
peribronchiolar acini with inflammation. 

Lymph nodes (tiesing) 
Spleen Perls' Moderate Perls' positive material. 
K.idneys Moderate foci of basophflic cortical tubules. 
Urinary bladder Parasite(s) in lumen. Minimal submucoeal mononuclear 

cells. 
Caecum (Missing) 
Spinal cord (Mlsamg) 

The following tissues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Pro&ate, Seminal 
vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, 
Stomach, Duodenum, Jegunum, Ileum, Colon, Skeletal muscle, Ryes, Brain, 
Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctBS 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 135 w/kg/&y 

Rat No./Sex: R 204 /M 

Desiqnated: TERMINAL 

The following observations were noted: 
Trachea Mxnimal subepithelial mononuclear cells. 
Lungs Moderate psribronchiolar lymphoid aggregates. moderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal pneumonitis. Minimal 
peribronchiolar acini with inflammation. 

Lymph nodes (f43sslng) 
Spleen Perls' Moderate Perls' positive material. 
Kidneys Focus of ~sophilic cortical tubules. 
Urinary bladder Parasite(s) in lumen. 
Stomach Minimal mucosal inflammation(g). Minimal submucosal 

inflammationlg). 
Caecwn (Missing) 
Colon Minimal sukanucosal inflammation. 

The following Ussues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Prostate, Seminal 
vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary gland, Cesophagus 
Duodenum, Je]unum, Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, SternA. 

Patholoqlst: L.E.Fieh 

Date : 24 octe5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/W*y 

Rat No./Sex: R 205 /M 

Designated: TEFiMINAL 

The following observations were noted: 
LUngS Moderate peribronchiolar lymphoid aggregates. Ploderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. mderata peribronchiolar acini uith 
inflammation. kkoderate pnewaonitis. 

Lymph nodes (Missing) 
Spleen Perls' Minimal Perls' positive material. 
SeMnal vesicles Contracted. 
Adrenals (Missing) 
Stomach Minimal rnucosal inflammation(g1. Minimal submucosal 

inflammation(g). 
Duodenum Minimal mucosal inflammation. 
Caecum (Missing) 
Colon Minimal mucosal inflammation. 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver, Liver Perls ', Spleen, Pancreas, Kidneys, Urinary 
bladder, Prostate, Testes, Thyroids, Pituitary, Salivary gland, Desophaqus, 
Je]unum, Ileum, Skeletal muscle, Byes, Spinal cord, Brain, Sternum. 

Patholog>st: L.E.Pish 

Date : 24 oct05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopatholoqy 

compound: ITF 282 

Level: 05 mdkdday 

Rat No./Sex: R 210 /M 

Uesiqnated: TERMINAL 

The following observations were noted: 
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal 

pneumonit1.s. ElLnimal bronchiolar apithelial 
hypertrophy with prominent goblet cells. Minimal 
peribronchlolar acins with inflanunatjon. 

Lymph nodes (Missing) 
Spleen Perls' Minimal Perls ’ positive material. 
Pitujtary (Missing) 
Caecum (Mlsslnqj 
Spinal cord (Missing) 

The followxnq tissues were considered normal: 
Aorta, Trachea, Heart, Liver, Uver Perls', Spleen, Pancreas, Kidneys, Urinary 
bladder, Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Salivary 
gland, Oesophaqus, Stomach, Duodenum, Jelunum, Ileum, Colon, Skeletal muscle, 
Eyes, Bram, Sternum. 

Patholoqist: ,L.E.Flsh 

Date : 24 octe.5 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

compound: ITF 282 

Level : 85 mg/kg/day 

Rat No-/Sex: R 211 /M 

Desiqnated: TERMINAL 

The followinq observations were mted: 
Trachea Minimal focal subepithelial inflammation. 
Lungs 

Lymph nodes 
Liver 
Spleen Perls' 
Pancreas 
Kidneys 
Testes 
ThyrOlda 

Duodenum 
Jeyunum 
Caecum 
Spinal cord 

hderate peribronchiolar lymphoid aggregates. Moderate 
bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal pleumonitis. Minimal 
perzbroncholar aclni with inflammation. 
(Musing) 
Minimal foci of mononuclear celle. 
moderate Perls' positive material.. 
(Missing) 
Minimal foci of interstitial mononuclear cells. 
Wnimal foci of interstitial cell hyperplasia. 
Minimal focus of distended follicles. 
Minimal mucosal inflammation. 
Minmal tnucosal inflammation. 
(I4iesing1 
(Missing) 

The following tissues were consxdered normal: 
Aorta, Heart, Liver Perls', Spleen, Urinary bladder, Prostate, Seminal 
vesicles, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Ileum , 
Colon, Skeletal muscle, Ryes, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 oct05 



Compound: ITF 282 

APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Hiatopathology 

Level: 05 mg/kg/day 

Rat No./Sex: R 212 /M 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepdthelial inflammation. 
Lungs 

Lymph nodes 
Liver 

Spleen Perls’ 
Kidneys 
Urinary bladder 
Testes 
Thyroids 
Adrenals 
Stomach 
Caecum 
Colon 

Moderate peribronchiolar lymphoid aggregates. koderate 
bronchiolar eplthelial hypertrophy with prominent 
goblet cells. Minimal pneumonitls. Uinimal 
peribronchiolar acini with inflammatxon. 
(Missing) 
Minxma foci of mononuclear cells. Minimal foci of 
hypertrophic hepatocytee. 
koderate Perls' positive material. 
Minimal foci of Fnterstitxal mononuclear cells. 
Parasite(s) in lumen. 
knxmal foci of interstitial cell hyperplasia. 
Squamous cyst ( 3 ) . 
Focus of vacuolated cortical cells. 
Focus of submucosal adipose tissue(g). 
(Missing) 
(t43.ssmg) 

The following tissues were considered normal: 
Aorta, Heart, I.&ver PerlS', Spleen, Pancreas, Prostate, Seminal vesicles, 
Pituitary, Salivary gland, Oesophagus, Duodenum, JeJunum, Ileum, Skeletal 
muscle, Eyes, Spinal cord, Drain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Octf35 



APPENDIX 

(Pathology - continued) 

IFD/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 w/kg/day 

Rat No./sex: R 214 /M 

Desiqrrdted: TERMINAL 

The follouinq observations were noted: 
Trachea (Missing) 
Lungs Mderate peribronchiolar lymphoid aggregates. Mderate 

bronchjolar epithelial hypertrophy with prominent 
goblet cells. Moderate peribronchiolar aclnl with 
inflammatron. Purulent bronchopneumonla. 

Liver Minimal foci of basophilic hepatocytes. 
Spleen Perls' Moderate Perls' positive material. 
Kidneys Minimal foci of interstitial reononuclear cells. 
Je]unum . Minimal mucosal Inflammation. 
Ileum ~Ynimal mucosal inflammation. 
Colon Minimal mucosal inflammation. 

The following tissues were wnsidered normal: 
Aorta, Heart, Lymph nodes. Isver Perls’, Spleen, Pancreas, Urinary bladder, 
Prostate, Seminal vesicles, Testes, Thyroids, Adrenals, Pituitary, Salivary 
gland, Oesophagus, Stomach, Duodenum, Caecum, Skeletal muscle, Eyes, Spinal 
cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Dct85 



APPENDIX 

(Pathology - contmued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kq/day 

Rat No./Sex: R 215 /M 

Designated: TEPMINAL 

The followinq observations were noted: 
Lungs Moderate peribronchiolar lymphoid aggregates. Wderate 

bronchiolar epzthelial hypertrophy with prominent 
goblet cells. Minimal pneumonitis. Minimal foci of 
prqmented macropbages. 

Lymph nodes (Missing) 
Spleen Perls' (Hxssing) 
Kidneys Minimal foci of interstitial mononuclear cells. 

Minimal foci of baeophilic cortical tubules. Foci of 
dilated cortical tubules with eosinophilic contents. 

Caecum (Missrnq9 
Spinal aotd (Missing) 

The following tissues were considered rnrmal: 
Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, 
Protxate, Seminal vesiclea, Testes, Thyroids, Adrenals, Pi tultary, Salivary 
gland, Ossophaqus, Stomach, Duodenum, Jelunum, Ileum, Colon, Skeletal muscle, 
Eyea, Brain, Sternum. 

Pathologist: L.E.FLsh 

Date : 24 octas 



i 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopatholoqy 

Compound: ITF 282 

Level : 85 mg/kg/day 

Rat tdo./sex: R 216 /M 

Desjqnated: TEFlMINAL 

The following observations were noted: 
Anuual notes Tumour bearing rat. 
Trachea Minimal subepithelial inflammation. 
Lungs Focal purulent bronchopneumonia. Minimal foci of 

mineralisation. Bronchiectasis. 
Lymph wdes (Missing) 
Liver Perls' Trace of Perls' positive material. 
Spleen Perls' Moderate Perls' positive material. 
Kidneys Minimal foci of dilated cortical tubules with 

eosinophilic contents. 
Urinary bladder Contnins wlloid. 
Thyroids Squamous cyst(s). 
Pituitary Adenoma of pars anterior [Neoplastic, Benign]. 
Ileum (Missing) 
Colon Parasite(s) in lumen. 

The followjng tissues were wnsidered wrmal: 
Aorta, Beart, Liver, Spleen, Pancreas, Prostate, Seminal vesicles, Testes, 
Adrenals, Salivary gland, Cesophaqus, Stomach, Duodenum, Je~unum, Caecum, 
Skeletal muscle, Eyes, Spinal wrd, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Octa5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 w/kg/day 

Rat No./Sex: R 217 /n 

Desiqnated: TEXMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs klinamal pneumoni tls . Focal alveolar haemorrhage. 

Bronchiolar haemorrhage. Maderate foci Iof pigmented 
macrophages. 

Lymph nodes (Missing) 
Liver Granuloma with central mineralisation. 
Spleen Perls' M.unmal Perls' positive material. 
Urinary bladder Parasite(s) in lumen. 
Stomach Minimal submucosal inflammation(g). 
I leum (Mxasing) 
Colon Minimal lym@oid hyperplasia. 

The following tissues were considered normal: 
Aorta, Heart, Liver perls', Spleen, Pancreas, Kidneys, Prostate, Seminal 
vesicles, Tastes, myroids. Adrenals, Pituitary, Salivary gland , Ossophagus, 
Duodenum, Jelunum, Caecum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 GctSS 



APPENDIX 

(Pathology - contAmed) 

IF0/26/27 

Individual Anlmal Histopatholoqy 

Compound: ITF 282 

Level : S5 mg/W/day 

Rat No*/sex: R 219 /M 

Desiqnated: TERMINAL 

The followinq observations were mted: 
Trachea Minimal subepi.thelial inflammation. 
Lungs Minimal preumonitzs. Minimal peribronchiolar lymphold 

aggregates. 
Lymph nodes 
Liver 
Spleen Per18 
Kidneys 

(Missing) 
Focus of ground glass hepatocytes. 
Minimal Per16 positive material. 
Minimal foci of interstitial mononuclear cells. 
Minimal foci of basophilic oortical tubules. 

Colon Minimal lymphoid hyperplasia. 

The following tissues were considered mrmal: 
Aorta, Heart. Uver Perls', Spleen, Pancreas, Urinary bladder, Proatate, 
Seminal vaelcles. Testes, Thyroids, Adrenals, Pituitary, Salivary gland, 
oesophaqus, Stomach, kodenum, Jelunum, I leum, Caecum, Skeletal muscle, -es, 
Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 OctBS 
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APPENDIX 

(Pathology - continued) 

i IF0/26/27 

Individua& Animal Histopetholoqy 

Compound: ITP 282 

Level: 85 mdkddw 

Rat No./sex: R 220 /M 

Desiqnated: TEBMlNAL 

The following observations were noted: 
Trachea tinimal subepithelial inflammation. 
Lungs Mderate paribronchi.olar lymphoid.aggregatas. Mderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal perlbronchiolar acini with 
inflammation. Moderate foci of prqmented macrophages. 
Granuloma with central mineralfsation. Pulmonary 
abecesa(es). 

Lymph nodes (Missing) 
Spleen Perls' Mrnlmal Perls' positive material. 
Pancreas Minimal focal exocrlne acinar atrophy. 
Pituitary Prominent acini and ducts in pars nervosa. 
Je]unum (Kissing) 
Ileum tinimal lymphoid hyperplaaia. 
Eyes (bilesing) 

The following tissues were considered normal: 
Aorta, Heart, Lrver, Liver Perls', Spleen, Kidneys, Urinary bladder, Prostate, 
Seminal vesicles, Testes, Thyroids, Adrenals, Salivary gland, Oesophagus, 
Stomach, Duodenum, Caecum, Qlon, Skeletal muscle, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctBS 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 mg/kg/day 

Rat No./S?.x: R 221 /M 

Designated: TEBHINAL 

The following observations were noted: 
Trachea (Missing) 
Lungs Minimal pneumonitis. Mderate foci of pigmented 

macrophages. 
Lymph nodes (Missing) 
Liver Minimal foci of mononuclear cells. 
Spleen Perls' Minimal Perk' positive material. 
Kidneys Minimal foci of interstitial wnonuclear cells. 
Thyroids (Missrng) 
Spinal oord (Hissing) 

The following tissues were considered normal: 
Aorta, Heart, Uver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Seminal vesicles, Testes, Adrenals, Pituitary, Salivary gland, Oesophagus, 

stomach, Duodenum, Jejunum, Ileum, Caecrun. Colon., Skeletal rnusclec Byes, Brain, 
Sternum. 

Pathologist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - contlnuedl 

fF0/26/27 

Individual Animal Hietopathology 

Compound: ITP 282 

Level: 85 mg/kq/day 

Rat No./Sex: R 222 /M 

Designated: TJIRMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Mderate peribronchiolar lymphoid aggregates. Wderate 

bronchiolar eprthelial hypertrophy with prominent 
goblet cells. bderate peribronchiolar acini with 
inflanrmation. Minimal foci of pigmented macrophages. 
Bronchiectasis. 

Lymph nodes (Missulg) 
Liver (Missing) 
Lrver Perls' (Missing) 
Spleen Perls' Moderate Perls' positive material. 
Pancreas Minimal focal inflammation. 
Kidneys Minimal foci Of interstitial mononuclear cells. 

Munmal foci of baso@iilic cortical tubules. 
Urinary bladder Parasite(s) in lumen. 
Pituitary (Missing) 
Colon Parasite(s) in lumen. 

The following tissues were considered normal: 
Aorta, Heart, Spleen, Prostate, Seminal vesicles, Testes, thyroids, Adrenals 
Salivary gland, Esophagus, Stomach, tiodenum, Je]unw, Ileum, Caecum, Skele;al 
muscle, Eyes, Spinal cord, brain, Sternum. 

Pathologist: L.E.Pish 

- 24 octss Date : 



APPENDIX 

(Pathology - contmued) 

IF0/26/27 

Compound: 

Level: 

Individual Animal Histopstholoyy 

ITF 282 

85 w/kg/day 

Rat No./Sex: R 223 /M 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Aorta (Missing) 
Trachea (Missing) 
Heart (Missing) 
Lungs kderate peribronchiolar acini with inflammation. 

Minimal peribronchiolar lympboid aggregates. Mderate 
pneumonftis. Minimal foci of pigmented macrophaqes. 

~ympb modes (Missing) 
Liver Minimal foci of ground glass hepatocytes. 
Liver Perls' Minimal Perls' positive material. 
Spleen Minimal extramedullary haemopoiesis. 
Spleen Perls' Minimal Perls' positive material. 
Pancreas (Missing) 
Kidneys Minimal foci of interstitial mononuclear cells. 
Urinary bladder (Missing) 
Proetate 
Sermnal vesicles 
Testes 
Thyroids 
Adrenals 
Pituitary 
Salivary gland 
Oeeophaqus 
Stomach 
Skeletal muscle 
Eyes 
Spinal cord 

(Missing) 
(tissing) 
(Wssing) 
(Mmslng) 
(Missing) 
(Missmg) 
(Missing) ' 
(Hissing) 
(Hiesing) 
(Missing) 
(Missing) 
(Missing) 

Brain (Hissing) 
Sternum (Missing) 

The folloving tissues were considered normal: 
Duodenum, Jeyunum. Ileum, Caecum, Colon. 

Pathologist: L.E.Fish 

Date : 24 OctS5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 w/kg/d.v 

Rat No./Sex: R 226 /M 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs 

Lymph nodes 
Liver 
Spleen Perls' 
Kidneys 
Adrenals 
Pituitary 
Salivary gland 
Ileum 

t4oderate peribronchiolar lymphoid aggregates. Minimal 
bronchiolar epithelial hypertrophy with prominent 
goblet cells. koderate pleumonitis. Moderate foci of 
plgmented macrophages. 
(Missing) 
mnimal foci of hepatocyte vacuolation. 
Trace of Petls' positive material. 
Minimal foci of interstitial tmnonuclear cells. 
Focus of vacuolated cortical cells. 
(Missing) 
tinhal acini atro*y. 
Minimal mucosal inflammation. 

The following tissues were considered normal: 
Aorta, heart, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Seminal vesicles, Testes, lhyrolds, Ossophagus, Stomach, bodenum, Je]unum, 
Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 ckYs5 



. 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 w/kg/day 

Rat No./sex’: R 228 /M 

Desiqnated: TERMINAL 

The following observations were noted: 
Trachea moderate subepithelial inflammation. 
Lungs Wderate psribronchiolar lymphoid aggregates. Mderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Mderate greumonitis. kderate foci of 
foamy rnacrophages. 

Lymph nodes 
Liver 
Spleen Perls' 
Kidneys 

(Missing) 
Rinimal foci of mnonuclear cells. 
Moderate Perls' Positive material. 
Minimal foci of interstitial mmonuclear cells. 
Minimal foci of baso~flfc o3rtical tubules. 

Thyroids (Kissing) 
Pituitary (Missj ng) 
Stomach Minimal subaucosal inflammation(g). 
Duodenum (Missing) 
Jejunum (Missing) 
Ileum (Missing) 
Caecum (Missing) 
Colon (Missing) 

The following tissues were considered normal: 
Aorta, heart, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Semrnal vesicles, Testes, Adrenals, Salivary gland, Cesophagus, Skeletal 
muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date; 24 OctSS 

b 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 229 /M 

Desjgnated: TERMINAL 

The following 
Trachea 
Lungs 

Lymph mdes 
Spleen Perls' 
Kidneys 
Testes 
Adrenals 
Eyes 

observations were noted: 
t?oderate subepjthelial inflammation. . 
Moderate peribronchiolar lymphoid aggregates. Moderate 
bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minrmal pneumonlt~s. Focus of pigmented 
macrophages. 
CM sslng) 
Moderate Perls' positive material. 
Minimal foci of interstitial mnonuclear cells. 
Mxnlmal foci of interstitial cell hyperplasia. 
Focus of cortical hyperplasla. 
Area of retinal atrophy. 

The following tissues were considered normal: 
Aorta, Heart, Lrver, Liver Perls', Spleen, Pancreas, Urinary bladder, Prostate, 
Seminal vesjcles, 'hyrords, Pituitary, Salivary gland. Oeeophague, Stomach, 
Duodenum, Jejunum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain, 
Sternum. 

Patholoqist: L.E.Pish 

Date: 2a oct85 



Comoound: 

APPENDIX 

(Pathology - contrnued) 

IF0/26/27 

Individual Animal niatopathology 

ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 230 /M 

Designated: TERMINAL 

The following observations were noted: 
Trachea Wderate subepithelial inflammation. 
Lungs Moderate peribronchiolar lymphoid aggregates. Minimal 

bronchiolar epithelial hypertrophy with promrnent 
goblet cells. Minimal psribronchiolar acinr with 
inflammation. Moderate foci of foamy macrophages. 

Lymph nodes (Missing) 
Liver Focus of vacuolated hepatocytes. 
Spleen Perls' Minimal Perls' positjve material. 
Pancreas Minimal focal exocrine acinar atrophy. 
Kidneys Minimal foci of interstitial mononuclear cells. 

Minimal fnflammetion in masentery. 
Urinary bladder (Missing) 

The following tissues were considered normal: 
Aorta, Mart, Liver Perls', Spleen, Prostate, Seminal vesicles, Testes, 
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, 
Je)unum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, 
Sternum. 

Pathologist: L.E.Fish 

Date: 24 octs5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 231 /M 

Desk qnated: TFJWINAL 

The followinq observations were noted: 
Aorta (t4.i ssing) 
Trachea 
Heart 
Lungs 
Lymph mdes 
Spleen Perls' 
Pancreas 
Kidneys 
Urinary bladder 
Prostate 
Seminal vesicles 
Testes 
Thyroids 
Adrenals 
Pituitary 
SaLvary gland 
Oesophagus 
Stomach 
Skeletal auscle 
Eyes 
Spinal mrd 
Brain 
Sternum 

(Missing) 
(Hissing) 
(mssing) 
(Missing) 
Moderate Perls' positive wterial. 
(tissing) 
Moderate foci of interstitial mnonuclear ccl 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
(Mssing) 
(Missrng) 
(tissing) 
(Missrng) 
(Mlssrng) 
(Missing) 
(Missing) 
(Mlsslng) 
(Missing) 
(Mlssrng) 

The following tissues were considered normal: 
Liver, Uver Perls', Spleen, Duodenum, Je7unuxn, Ileum, Caecum, Colon. 

Patholoqlst: L.E.Fish 

Date: 24 Oct85 

.S. 



Compound: 

Level: 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

ITF 282 

85 mg/kg/day 

Rat No./Sex: R 235 /M 

Desiqnated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs t4odarate bronchiolar epithelial hypertrophy with 

prominent goblet cells. Minimal pnerunonitls. Marked 
peribronchiolar lymphoid aggregates. Foci of alveolar 
haemorrhage. 

Lymph nodes (Missing) 
Spleen Perls' Minimal Perls' positive material. 
Kidneys Minimal foci of interetitial mononuclear cells. 
Urinary bladder Minimal serosal inflammation. 
Testes (Missing) 
stomach Ectopic squamous epithelium(g1. 

The following tissues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Prostate, Seminal 
vesicles, Thyroids, Adrenals, Pituitary, Salivary gland, Ossophagus, Duodenum, 
Je]unum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, 
Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctB5 



APPENDIX 

(Pathology - contmued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 w/kg/day 

Rat Ho./Sex:. R 236 /M 

Desiqnated: TERMINAL 

The following observations were noted: 
Trachea Moderate subepithelial inflammation. 
Lungs Wderate peribronchiolar lymphoid aggregates. Moderate 

bronchiolar eprthelial hypertrophy with prominent 
goblet cells. Animal peribronchiolar acini with 
inflammation. Mderate foci of pl.gmented macrophages. 
Pulmonary abscess(es). Areas of foamy macrophages. 

Lymph nodes (Missing) 
Liver M.rnlmal foci of hypertrophic hepatocytes. 
Spleen Hlnimal extramedullary haemopoiesls. 
Spleen Perls' Minimal Perls' positive material. 
Kidneys Unimal foci of interstitial mononuclear cells. 
Urinary bladder Parasite(s) in lumen. Contains colloid. 
Proetate Focal prostatitis. 
Stomach Focal submucosal adipose tissue(g). 
Skeletal muscle (t%ssing) 

The following ussues were considered normal: 
Aorta, Heart, UVer PerlS', Pancreas, Seminal vesicles, Testes, Thyroids, 
Adrenals, Pitujtary, Salivary gland, Ckeophagus, (Xlodenum, Je)unum, Ileum, 
Caecum, Colon, Eyes, SpInal cord, Brain, Sternum, 

Pathologist: L-E-Fish 

Date: 24 Oct8S 



APPENDIX 

(Pathology - contznued) 

IF0/26/27 

Individual Animal Hietopathology 

Compound: ITF 282 

Level: 05 mg/kq/day 

Rat No./Sex: R 243 /M 

Dessqnated: TERMINAL 

The followfnq observations were Mted: 
Aorta (Missing) 
Trachea (Missing) 
Heart (t4.i ssing) 
Lungs (Missing) 
nymph nodes (Missing) 
Spleen Perls' Minimal Perls' 
Pancreas (Missing) 
Urinary bladder (Mtssing) 
Prostate (H.issing) 
Semnal vesicles (Mfssjng) 
Testes (Wssing) 
Thyroids (MFssing) 
Adrenals (Missing) 
Pituitary (Mtsslng) 
salivary gland (MissJ.ng) 
Oesophagus (Missrngl 
Stomach (Wssing) 
Ileum (Kissing) 
Skeletal nmsde (Missing) 
Eyes (~ssingl 

Spanal cord (Missing) 
Brain (Missing) 
Sternum (Klsslng) 

positive material. 

The following tissues were considered normal: 
Liver, Uver Perls', Spleen, Kidneys, Duodenum, Jeyunum, ICaecum, Colon. 

Pathologist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - contmued) 

Individual Animal Histopathology 

Compound: ITP 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 252 /F 

Designated: TERMINAL 

The followinq observations were noted: 
Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid 

aggregates. 
Lymph nodes (Missing) 
Liver Minimal foci of nrononuclear cells. 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Per-la' Moderate Perls' positive material. 
Caecum (Hissing) 
Eyes (Missing) 

The following tissues were considered normal: 
Acrta, Trachea, Heart, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus, 
Ovaries, Wyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, 
Duodenum, Je~unum, Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctSS 
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APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal HFstopathOlOgY 

Compound: ITF 282 

Level: 0 mg/kg/dw 

Rat No./Sex: R 253 /F 

Desiqnated: TERMINAL 

The following observations were toted: 
. Trachea Wderate subepithelial inflammation. 

Lungs Minimal pneunumitis. Wnimal peribronchiolar lymphoid 
aggregatee. 

~yrnph nodes 
Liver Perls' 
Spleen Paris' 
Kidneys 

(Missing) 
Trace of centrilobular Perls' positive materral. 
Moderate Perls' positive material. 
Minjmal foci of dilated wrtlcal tubules with 
eosinophilic contents. 

Adrenals Focus of vacuolated cortical cells. 
Caecum (Miasfng) 

The following tissues were considered normalc 
Aorta, .Heart, Liver, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries, 
Thyrolde, Pituitary, Salivary gland, Oasophagus, Stomach, Modenum, Jelunum, 
Ileum, Colon, Skeletal muscle, Eyes, Spmal cord, Firam, Sternum. 

Patholoqlst: L-E-Fish 

Date : 24 octs5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: 

Level: 

ITF 282 

0 mg/kg/day 

Rat No./Sex: R 254 /F 

Desiqnated: TERMINAL 

The following observations were noted: 
Lungs Moderate peribronchiolar lymphoid aggregates. M.lnimal 

pneumonitis. Minimal bronchiolar epithel:tal 
hypertrophy with prominent goblet cells. Minimal foci 
of pigmented macrophages. 

Lymph nodes (Missing) 
Lover Perls' Trace of centrilobular Perls' positive nraterial. 
Spleen Perls' Moderate Perls' positive material. 
Thyroids zqLsllOua cyst(e). 
Caecum (Missing) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder 
Uterus, Ovaries, Adrenals, Pituitary, SAlvarY gland. Oesophague, Stomach, 
Duodenum, Jelunum, Ileum, Colon, Skeletal muscle, Eyes I Spinal cord, Brain, 
Sternum. 

Patholoqist: L.E.Fish 

Date: 24 Oct05 



Compound: ITF 282 

Level: 0 w/kg/dw 

IF0/26/27 

Individual Animal Hietopathology 

APPENDIX 

(Pathology - continued) 

Rat No./Sex: R 25.5 /F 

Desiqnated: TEBMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lung6 

nymph nodes 
Liver Perls' 
Spleen Perls' 
Ovaries 
Duodenum 
Ileum 
Caecum 

Minimal bronchiolar epfthelial hypertrophy with 
prominent goblet cells. animal peribronchiolar 
lymphoid aggregates. 
(Missing) 
Trace of centrilobular Perls' positive material. 
Moderate Perls' positive material. 
Unilateral cyst(s). 
(Missing) 
Minimal lymphoid hyperplasia. 
(Mxaaing) 

The following tissues were considered mnnal: 
Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urmary bladder, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, Ossophagus, Stomach, JeJunum, 
Colon, Skeletal rmecle, Eyes, Spmal cord, Brain, Sternum. 

Patholoqlst: L.E.Fish 

Date : 24 octss 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 256 /F 

Designated: TERMINAL 

The followinq observations were noted: 
Lungs tinimal pneumonitis. Animal psribronchiolar lymphoid 

aggregates. Minimal foci of foamy macrophages. 
nymph nodes (Mlssrng) 
Liver Minimal foci of rmnonuclear cells. 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls’ Moderate Perls' positive material. 
Kidneys Minimal foci of interstitial mononuclear cells. 
Pitm tary (Missing) 
Caecum (Missing) 
Colon Minimal lymphoid hyperplasia. 
Brain (Missing) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries, 
Thyroids, Adrenals, Salivary gland, OeSophagus, Stomach, IXlodenum, ,Je]unum, 
Ileum, Skeletal axxxle, Eyes, Spinal cord, Sternum. 

Pathologist: L.E.Fish 

Date : 24 oct05 



APPENDIX 

(Pathology - contmued) 

- IPO/26/27 

Individual Animal Histopathology 

Compound: ITP 282 

Level: t 0 w/kg/cQv 

Rat No./S.ex: R 258 /F 

Designated: TERMINAL 

The following observations were noted: 
Lungs Minimal pneumonitis. Minimal psribronchiolar lymphoid 

aggregates. 
nymph nodes 
Liver Perls' 
Spleen Perls' 
Krdneys 

(Hissing) 
Trace of centrilobular Perk' positive material. 
Moderate Perls' positj ve material. 
Minimal foci of dilated cortical tubules with 
eosinophilic contents. 

Urinary bladder (Missing) 
Caecum (Missing) 
Colon Minimal lymphoid hyperplasia. 

The following tissues were wnsidered normal: 
Aorta, Trachea, Heart, Liver, Spleen, Pancreas, Uterus, Ovaries, Thyroids, 
Adrenals, Pituitary, Salivary gland, Esophagus, Stomach, Duodenum, Jejunum, 
Ileum, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

i 

Patholoqist: L.E. Fish 

Date: 24 OctWi 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 202 

Level: 0 mg/ky/dw 

Rat No./Sex: R' 259 /F 

Designated: TERMINAL 

The following observations were noted: 
Lungs Minimal peribronchiolar lymphoid aggregates. 
Lymph nodes !W ssing) 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' Harked Perls' positive material. 
Duodenum (Missing) 
Je]unum (Mxssing) 
Ileum (Missing) 
Caecum (Missing) 
Colon (Missing) 

The following tissues were considered normal: 
Aorta, Trachea, H&Art, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, 
Uterus, Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophague, 
Stomach, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqtst: L.E.Fish 

Date: 24 Oct85 



APPENDIX 

(Pathology - contmued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 w/kg/day 

Rat No./Sex: R 260 /F 

Designated: TEBMINAL 

The following observations were noted: 
Lungs Minimal psribronchiolar lymphoid aggregates. Focal 

alveolar haemorrhage. Blood in bronchioles. 
Lymph nodes (Missing) 
Spleen Pet-la' Moderate Perls' positive material. 
Kidneys Minimal progressive glomerulonephrosis. 
Ovaries No corpora lutea. 
Thyroids Minimal distended follicles. 
Pituitary Focal hyperplasia in pars anterior. 
oesophaqus (Missing) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, 
Uterus, Adrenals, Salivary gland, Stomach, Duodenum, Jelunum, Ileum, Caecum, 
Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqrst: L.E.Fish 

Date: 24 Octa5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITP 282 

Level : 0 w/w/dw 

Rat No./Sex: R 262 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Moderate aubepithelial inflammation. 
Lungs Marked peribronchiolar Lymphoid aggregates. 

Bronchopneumonia. 
'Liver Perls' Trace of centrilobular Perls' Positive material. 
Spleen Perls' Marked Perls' positive material. 
Uterus Endometrial polyp. 
Pituitary Adjacent haemorrhage. 
Colon Minimal lymphoid hyperplasia. 

The following tissues were considered rnrmal: 
Aorta, Heart, Lymph nodes, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, 
Ovarj YE, Thyroids, Adrenals, Salivary gland, Ossophagus, Stomach, Duodenum, 
Je]unum, Ileum, CaecWI, Skeletal nUiSCLet Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L-E-Fish 

Date: 24 0ctB5 
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A P P E N D I X  

(Pa tho logy  -  con t rnued )  

IFO /26 /27  

Ind iv idua l  An jma l  H ie topa tho logy  

c o m p o u n d :  ITF 2 0 2  

Leve l :  0  mg/kg /day  

Rat  No. /Sex:  R  2 6 4  /F 

Des iqna ted :  T E R M I N A L  

T h e  fo l lowing observa t ions  w e r e  no ted :  
T r a c h e a  kn ima l  subep i the l ia l  l ympbo id  agg rega tes .  
L u n g s  M o d e r a t e  pe r ib ronch io la r  l ympho id  agg rega tes .  M in ima l  

b ronch io la r  ep i the l ia l  hype r t rophy  w.i th p rom inen t  
gob le t  cel ls. 

n y m p h  n o d e s  (Mas ing)  
L iver  Per ls '  T race  of  cent r i lobu lar  Per la '  posf t ive mater ia l .  
S p l e e n  Per ls '  M o d e r a t e  Per ls '  posi t ive mater ia l .  
P a n c r e a s  Min ima l  focal  exocr ine  ac ina r  a t rophy.  
K idneys  Min ima l  p rog ress ive  g lomeru lonephros i s .  
Ur inary  b l a d d e r  Paras i te (s )  in  l umen .  Paras i tes  in  muco8a .  
Ovar ies  N o  wrpo ra  lutea.  Fol l icu lar  cysts. 
Pi tu i tary (Miss ing)  
Sp ina l  co rd  (Miss ing)  

T h e  fo l lov lng t issues w e r e  w n s i d e r e d  norma l :  
Aor ta ,  Hear t ,  Uver,  Sp leen ,  Uterus,  lbyro ids,  Adrena ls ,  Sa l rvary  g land ,  
O e s o p h a g u s ,  S tomach,  D u o d e n u m ,  Je )unum,  I leum, Caecum,  Co lon ,  Ske le ta l  musc le ,  
Eyes,  Bra in ,  S te rnum.  

Patho loq is t :  L .E.Flsh 

Date:  2 4  O c t S S  



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

* Compound: ITF 282 

Level: 0 W~g/day 

Rat No./Sex: R 265 /F 

Desiqnated: TERMINAL 

The following observations were noted: 
Animal rates Tumour bearing rat. 
Trachea Minimal subepithelial inflammation. 
Lungs Mderate peribronchiolar lymphoid aggregates. mderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. bderate paribronchiolar acini with 
inflammation. Bronchdpneumonia. 

nymph nodes (Missing) 
Liver (Missing) 
Lover Perls' (Missing) 
Spleen Perls' Marked Perls' positive material. 
Ovdrlrs Bilateral cysts. 
Pituitary Adenoma of pars anterior [Neoplastic, Benign]. 
Stomach Foci of submucosal adipose tissue(g). 

The following tissues were considered normal: 
Aorta, Heart, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus, Thyroids, 
Adrenals, Salivary gland, Oesophagus, Duodenum, Jelunum, Ileum, Caecum, Colon, 
Skeletal muscle, Eyee, Spinal cord, Brdin, Sternum. 

Patholoqist: L.E.Pish 

Date : 24 oct05 
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ITF 282 

APPENDIX 

(Pathology - contmued) 

IFO/26/27 

Individual Animal Histopathology 

Level: 0 mg/kg/day 

Rat uo./sex: R 266 /P 

Designated: TERMINAL 

The followrng observations were noted: 
Trachea moderate subepithelial inflammation. 
Lung8 Minimal pleumonitis. Wtnimal bronchiolar epithelial 

hypertrophy wrth prominent goblet cells. Minimal 
peribronchidlar lymphoid aggregates. 

Lymph nodes 
Liver Pals ’ 
Spleen Perls' 
Kidneys 

Urinary bladder 
Uterus 
stomach 

(Krssing) 
Trace of centrilobular Perls' positive material. 
Wderate Perls' positive material. 
Minimal foci of dilated cortical tubules with 
eosinophllic wntents. 
Parasite(s) in lumen. Parasites in mucoea. 
moderately dilated. 
Foci of submucosal adipose tissue(g). 

The following tissues were considered normal: 
Aorta, Heart, Liver, Spleen, Pancreas, Ovaries, thyroids, Adrenals, Pituitary, 
Salivary gland, Desophagus, Duodenum, Jeyunum, Ileum, Caecum, (301on, Skeletal 
muscle, Eyes, Sprnal cord, Brain, Sternum. 

Patholoqjst: L.E.Fish 

Date: 24 0ct85 

h 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 w/kg/day 

Rat No./Sex: R 268 /F 

Desiqnated: TERMINAL 

The following observations were noted: 
Trachea Mderate subepithelial inflammation. 
Lunqs Minimal bronchiolar epithelial hypertrophy with 

prominent goblet cells. Minimal psribronchiolar 
lymphoid aggregates. Minimal psribronchiolar acini 
with inflammation. Bronchopneumonia. 

Lymph MdeS (Missing) 
Liver Perls' Trace of centrllobular Perls' positive material. 
Spleen Perls' Moderate Perls' positive material. 
Uterus Minimal squamous metaplasia of endometrial glands. 
Ovaries No evidence of mass in section examined. 

The following tissues were considered normal: 
Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Thyroids, 
Adrenals, Pituitary, Salivary gland. Ceeophagus, Stomach, Duodenum,, Je]unum, 
Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 OctBS 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

compound: ITF 282 

Level: 0 mg/W*y 

Rat No./Sex: R 270 /F 

Desiqnated: TERnINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Minimal bronchiolar epithelial hypertrophy with 

prominent goblet cells. Minimal peribronchiolar 
lymphoid aggregates. Minimal peribronchiolar acrni 
with inflammation. 

Lymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' .Mderate Perls' positjve material. 
Pancreas Minimal focal exocrine aclnar atrophy. 
Stomach Foci of submucosal adipose tissue(g). 
Caecum Minimal lymphoid hyperplaeia. 
Colon Parasite(s) in lumen. 
Brain (Mxssing) 

The following tissues were considered normal: 
Aorta, Heart, Liver, Spleen, Kidneys, Urinary bladder, Uterus, Ovaries, 
Thyroids, Adrenals, Pituitary, Salivary gland, Oasophagus, Duodenum, Jeluhum, 
Ileum, Skeletal muscle, Eyes, Spinal cord, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 octe5 



Patholoqist: L.E.Pish 

Date: 24 OctB5 

APPENDIX 

(Pathology - contmued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 q g/kq/day 

Rat No./Ssx: R 271 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammatJon. 
Lungs Moderate paribronchiolar lymphold aggregates. Ebderate 

pneumonitis. 
Lymph nodes (Missing) 
Spleen Perls' Moderate Perls' positjve material. 
Ovaries No corpora lutea. 
Eyes Unilateral retinal atrophy. 

ma following tissues were wnsidered normal: 
Aorta, Heart, Liver, uver Perls', Spleen. Pancreas, Kidneys, Urinary bladder, 
Uterus, 'Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, 
Duodenum, Je3unum, Ileum, CaacWt, Colon, Skeletal muscle, Spinal wrd, Brain, 
Sternum. 



, 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: 73°F 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 272 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea mderate subepithelial inflammation. 
Lungs Moderate peribronchiolar lymphoid aggregates. tiderate 

bronchiolar eplthelial hypertrophy with prominent 
goblet cells. Minimal paribronchiolar acini with' 
inflammation. Moderate pleumonitis. 

Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Ferls' Moderate Perls ' positive material. 
stomach Foci of submucosal adipose +1ssua(g). 

The followxng tissues were considered normal: 
Aorta, Heart, Lymph nodes, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, 
Uterus, Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland,, Oesophagus, 
Duodenum, Je]unum, Ileum, Caecum, Colon, Skeletal muscle, Eyes., Spinal cord, 
Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctSS 
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APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 273 /F 

Desiqnated: TERMINAL 

The following observations were noted: 
Lungs tiderate peribronchiolar lymphoid aggregates. Minimal 

pneumonitis. Minimal bronchiolar epithelial 
hypertrophy with prominent goblet cells. Minimal 
peribronchiolar acini with inflammation. 

Liver Perls' animal centrilobular Perls' positive material. 
Spleen Perls' Marked Perls' positjve material. 
Urinary bladder Parasite(s) in lumen. Parasites in mucosar 
Ovaries No corpora luteo. 

Pituitary (Missing) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Lymph nodes, Liver, Spleen, Pancreas, Eidneys, Uterus, 
'l'hyrolds, Adrenals, Salivary gland. Oesophaqus, Stomach, Duodenum, Je]unum, 
Ileum, Caecum, Colon, Skeletal rrmscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 octas 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 w/kg/day 

Riit No./Sex: R 274 /F 

Desiqnated: TERMINAL 

The following 
Trachea 
LUngB 

Lymph nodes 
Liver Perls' 
Spleen Paris' 
Uterurr 
Ovaries 

Spinal mrd 

observations were noted: 
Minimal Bubepithelial inflammation. 
tiderate ptribronchJ.olar lymphoid aggreyates. Minimal 
pnewnonitis. kLinima1 bronchiolar epithelial 
hypertrophy with prosunent goblet cells. 
(Missing) 
Trace of centrilobular Perls' poeitive material. 
Moderate Perls' positive material. 
Minimal squamous metaplasia of endometrjal glands. 
(Missing) 
(Missing) 

The following txssues were considered Mrmd: 
Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Thyroids, 
Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Jejunum, 
Ileum, Caecum, Colon. Skeletal muscle, Eyes, Brain, Sternum. 

Patholoqlst: L.E. Fish 

Date: 24 OctB5 



I  .  

A P P E N D IX  

( P a th o l o g y  -  c o n ti n u e d ) 

IF 0 /2 6 /2 7  

In d i v i d u a l  A n i m a l  H i s to p a th o l o g y  

C o m p o u n d : IT F  2 8 2  

L e v e l : 0  m g /k g /d a y  

R a t N o ./S e x : R  2 7 5  /F  

D e s i g n a te d : T E R M IN A L  

T h e  fo l l o w i n g  o b s e rv a ti o n s  w e re  n o te d : 
T ra c h e a  M i n i m a l  s u b e p i th e l i a l  i n fl a m m a ti o n . 
L u n g s  M o d e ra te  p e r i b ro n c h i o l a r l y m p h o i d  a g g re g a te s . M o d e ra te  

b ro n c h i o l a r e p i th e l i a l  h y p e rtro p h y  w i th  p ro m i n e n t 
g o b l e t c e l l s . M i n i m a l  p e e u m o n i ti s . M i n i m a l  
p e r i b ro n c h i o l a r a c i n i  w i th  i n fl a m m a ti o n . 

L y m p h  n o d e s  
S p l e e n  P e rl s '  
P a n c re a s  
D u o d e n u m  
J e ~ u n u fn  
Il e u m  
C a e c u m  
C o l o n  

(M i s s i n g ) 
M o d e ra te  P e r l s '  p o s i ti v e  m a te r i a l . 
M i n i m a l  fo c a l  e x o c rfn e  a c i n a r a tro p h y . 
(M i s s i n g ) 
(M i s s m g ) 
(M i s s i n g ) 
(M .i s s j n g ) 
(M i s s i n g ) 

E y e s  (M i s s i n g ) 

T h e  fo l l o w i n g  ti s s u e s  w e re  c o n s i d e re d  n o rm a l : 
A o rta , H e a rt, L i v e r. L i v e r P e r l s ' , S p l e e n , K i d n e y s , U r i n a r y  b l a d d e r, U te ru s , 
O v a rl e s , T h y ro i d s , A d re n a l s , P i tu i ta ry , S a l i v a ry  g l a n d , o e s o p h a g u s , S to m a c h , 
S k e l e ta l  m s c l e , S p i n a l  c o rd , B r a i n , S te rn u m . 

P a th o l o g i s t: L .E .F i s h  

D a te  : 2 4  O c t0 5  



APPENDIX 

(Pathology - continued) 

IFQ/26/27 

Individual Animal Histopatholoqy 

Compound: ITF 282 

Level: 0 w/kg/cW 

Rat No./sex: R 277 /F 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Lungs Pulmonary abscess(es1. Bronchiectasis. 

Bronchopneumonia. 
Lymph nodes (W ssing) 
Spleen Perls' Moderate Perk' positive material. 
Ovaries No corpora lutea. 
Colon Parasite(s) in lumen. 
Eyes (Missing) 
Spinal cord (Missing) 

The following tissues were considered mnnal: 
Aorta, Trachea, Mart, Liver, Liver Perk', Spleen, Pancreas, Kidneys, Urinary 
bladder, Uterus, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, 
Stomach, Duodenum, Jejunum, Ileum, Caecum, Skeletal muscle, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Qct0S 



, . 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Compound: 

Level: 

Individual Animal Histopathology 

ITF 282 

0 w/kg/*y 

Rat No./sex: R 270 /P 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Aorta (Missing) 
Lungs MDderate peribronchiolar lymphoid aggregates. Minimal 

bronchiolar epithelial hypertrophy with prominent 
yoble: cells. 

Lymph nodes (M.i ssing) 
Liver Perk' Trace of centrilobular Perls' positive material. 
Spleen Minimal extramedullary haemopoiesis. 
Spleen Perls' Moderate Perls' positive wterial. 
Ovaries (Missing) 
Caecum t-linimal lymphoid hyperplasia. 
Eyes (Missing) 
Brain (Missing) 

The following tissues were considered normal: 
Trachea, Heart, Liver, Pancreas, Kidneys, Urinary bladder, Uterus, Thyroida, 
Adrenals, Pituitary, Salivary gland, Esophagus, Stomach, Duodenum, Jejunum, 
Ileum, Colon, Skeletal muscle, Spinal mrd, Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctBS 



. 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 w/kg/day 

Fat No./Sex: R 279 /F 

Designated: TERMINAL 

The followinq observations were noted: 
Aorta (Missing) 
Trachea Mderate subepithelial inflammation. 
Lungs kderate peribronchiolar lymphoid aggregates. Minimal 

pneumonitis. Minmaf bronchlolar epitnelial 
hypertrophy with prominent goblet cells. 

Lymph nodes (Kissing) 
Spleen Perls' Moderate Perls' positive material. 
Eyes (Missing) 
Spinal cord (Missing) 

The following tissues were considered rnrmal: 
Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder, Uterus, 
Ovaries, Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Stomach, 
Duodenum, Je]unum, Ileum, Caecum, Colon, Skeletal muscle, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 O&El5 



APPENDIX 

(Pathology - contmued) 

180/26/27 

Individual Animal Histopethology 

Compound: ITF 202 

Level : 0 mg/kg/day 

Rat No./Sex: R 280 /F 

Desiqnated: TERMINAL 

The following observation6 were noted: 
Aorta (mssinq) 
Trachea (Missing) 
Heart (Missing) 
Lungs 
Lymph nodes 
Liver 
Spleen 
Spleen Perls' 
Pancreas 
Kidneys 
Urinary bladder 
Uterus 
Ovaries 
Thyroid6 
Adrenals 
Pituitary 
Salivary gland 
Oesophaqus 
Stomach 
Duodenum 
Je]unum 
Ileum 
Caecum 
Colon 

( 

Missing) 
Missing) 
Musing) 
Missing) 
Mi66ing) 
I43 ssing) 
Mi6Sing) 
Missing) 
Missing) 
Missing) 
Missing) 
Missing) 
Missing) 
Missing) 
Ml66ing) 
Missjng) 
Mlss1ng) 
Mlsslng) 
Missug) 
t-i3 66lIU.J) 
Mrssing) 

Skeletal muscle (Mrssing) 
Eyes (Missing) 
Spinal cord (Missing) 
Brain (Miseing) 
Sternum (Ml6Sing) 

The following tiseues were considered normal: 
Liver Perls'. 

Patholoqist: L.E.Fiah 

Date : 24 oct85 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/~y 

Flat No./Sex: R 281 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minlmal subepithelial inflammation. 
Lungs Wderate peribronchiolar lymphoid aggregates. Minimal 

pneumonitis. 
Spleen Perk' Moderate Perls' positive material. 
Kidneys Minimal progressive glomerulonephrosis. 
Urinary bladder Parasrtefs) in lumen. 
Ovaries Unilateral cyst(s). 
Caecum Parasite(s) in lumen. 
Eyes (M.l ssing) 

The following tissues were considered normal: 
Aorta, Heart, Lymph nodes, Liver, Liver Perls', Spleen, Pancreas, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, Cesofiagus, Stomach, Duodenum, 
Jejunum, Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date : 24 Oct85 

9 
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APPENDIX 

(Pathology - continued) 

IFO,'26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kg/-y 

hat No./Sex: R 283 /F 

Designated: TERMINAL 

The followinq obeervations were noted: 
Lungs Mderate peribronchiolar lymphoid aggregates. Minimal 

bronchioLar epithelial hypertrophy with prominent 
goblet cells. lrbderate pneummdtis. 

Lymph nodes (Missing) 
Lrver Perls' Minimal centrilobular Perk' positive material. 
Spleen Perls' Moderate Perls' Positive material. 
Pancreas Ir4issing) 
Ovaries NC corpora lutea. 
Caecum (Missing) 
Colon Parasite(s) in lumen. 
Eyes (Missing) 

The following tissues were considered mrmal: 
Aorta, Trachea, Heart, Wver, Spleen, Kidneys, Urinary bladder, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, Esophagus, Stomach, Duodenum, 
Je]unum, Ileum, Skeletal muscle, Spinal cord, Srain, Sternum. 

Patholoqist: L.E.Fish 

Date : 24 oot05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mdkdday 

Rat No./Sex: R 204 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs 

'Liver Perls' 
Spleen Perls' 
Pancreas 
Urinary bladder 
Ovarj es 
Je]unum 
Caecum 
Eyes 

Minimal pneumonitis. Minimal peribronchiolar lymphoid 
aggregates. 
Trace of centrilobular Perls' positive material. 
Marked Perls' positive material. 
Focal exocrine acfnar atrophy. 
Parasite(s) in lumen. Parasites in mucosa. 
Bilateral cysts. 
Minxma lymphoid hyperplasia. 
Minimal lymphoid hyperplasia. 
(Missing) 

The following tissues were considered normal: 
Aorta, Heart, Lymph nodes, Liver, Spleen, Kidneys, Uterus, myraids, Adrenals, 
Pituitary, Salivary gland, Esophagus, Stomach, Duodenum, Ileum, Colon, 
Skeletal muscle, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Oct85 



APPENDIX 

(Pathology - continued) 

IPO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 mg/kq/(W 

Rat No./Sex: R 285 /F 

Designated: TERMINAL 

The follovinq observations were noted: 
Trachea Moderate subepithelial inflammation. 
Lungs Moderate peribronchiolar lymphoid aggregates. Moderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Wnimal pleumonitis. Minimal 
peribronchiolar acini with inflanunati.on. 

Lymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Per18 Moderate Perls' positive material. 
Ovdri es cystic follicle~s). 
Caecum Parasite(s) in lumen. Minimal lymphoid hyperplasia. 
Eyes (Kissing) 

The following tissues were mnsidered normal: 
Aorta, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, Oasophagus, Stomach, Duodenum, 
JeJunum, Ileum, Colon, Skeletal cmnxle. Spinal cord, Brain, Sternum.. 

Pdtholoqist: L.E.Fish 

Date: 24 DctB5 
c 



Compound: ITF 282 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Level: 0 mg/W/day 

Rat No./sex: R. 286 /F 

Designated: TERNINAL 

The followinq observations were noted: 
Trachea (Missing) 
Lungs Minimal pneumonitis. 
nymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' posltjve material. 
Spleen Minimal extrdmedullary haemopoiesis. 
Spleen Perls' Moderate Perls' posltlve material. 
Kidneys Minimal foci of interstitial mononuclear cells. 
Caecum Minimal lymphoid hyperplasia. 
Eyes (Missing) 

The following tissues ware considered mrmal: 
Aorta, Heart, Uver, Pancreas, Urinary bladder, Uterus, Ovaries, Thyroids, 
Adrenals, Pituitary, Salivary gland: Oasophagus, Stomach, modenum, Jelunum, 
Ileum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 mtss 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Hietopetholoqy 

Compound: ITF 282 

Level : 0 mq/kq/day 

Rat No./sex: R 207 /F 

Designated: TEZMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Mderate peribronchiolar lymphoid aggregates. Moderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal pleumonitis. 

Lymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' Moderate Perk positive material. 
Pancreas Minimal focal exocrine acinar atrophy. 
Colon Parasite(s) in lumen. 
Eyes (Missing) 

The following tissues were considered normal: 
Aorta, Heart, Liver, Spleen, Kidneys. Urinary bladder, Uterus, Ovaries, 
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophaqus, Stomach, Duodenum, 
Jejunum, Ileum, C-aecum, Skeletal muscle, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.F'ish 

Date: 24 oct05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Hietopathology 

Compound: ITF 282 

Level: 0 mg/kg/day 

Rat No./Sex: R 2aa /F 

Designated: TERMINAL 

The following observations were noted: 
Lungs mderate peribronchiolar lymphoid aggregates. Ebderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Mderate peribronchiolar acini with 
inflammation. Bronchopneumonia. 

nymph nodes (Missing) 
Liver Perls' Race of centrilobular Perls’ positive material. 
Spleen Perls' Moderate Perls’ positive material. 
Stomach Minimal mucosal inflammation(g). 
Je]unum Minimal lymphoid hyperplaeia. 
Ileum Minimal lymphoid hyperplasia. 
Colon Paraeite(s) in lumen. 
Eyes (Missmg) 
Spinal wrd (Hissing) 

The following tissues were considered normal: 
Aorta, Trachea, Mart, Liver, Spleen, Pancreas, Kidneys, Urinaxy bladder, 
Uterus, Ovaries, thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, 
Duodenum, Caecum, Skeletal muscle, Brain, Sternum. 

Pathologist; L.E.Fish 

Date: 24 Oct85 



Patholoqjst: L.E.Pish 

Date: 24 octB5 

. 

APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 0 q/kg/W 

Rat No./Sex: R 289 /F 

Desjqnated: TERMINAL 

The following observations were noted: 
Lungs Bronchiectasis. 
Lymph nodes (trussing) 
Liver Perls' Trace of centrilobular Perls' positjve material. 
Spleen Perls' Moderate Perk' positjve material. 
Uterus Minimal dilatation of endometrial glands. 
Ovaries No corpora lutea. 
Stomach Foci of aubmucoeal adipoee tissue(g). 
Colon MinImal lymphold hyperplasia. 
Eyes (Kissing) 

The following tissues were considered COrmal: 
Aorta, hachea, Heart, Liver, Spleen, Pancreas, Kidneys, Urinary bladder, 
Thyroids, Adrenals, Pltuitary, Salivary gland, Oesophagus, Wodenum, Jejunum, 
Ileum, Caecum, Skeletal muscle, Spinal wrd, Brain, Sternum. 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level : 0 mg/kg/dw 

Rat No./Sex: R 290 /F 
. 

Designated: TEBHmAL 

The followinq observations were noted: 
Aorta (Missing) 
Trachea Minimal subepithelial inflammation. 
Lungs Minimal pleumonitis. Minimal peribronchiolar lymphoid 

aggregates. 
Lymph nodes (Missing) 
Spleen Perls' Marked Perls' positive material. 
Kidneys Minimal progressive glomerulonephrosis. 
Ovaries No corpora lutea. 

Eyes (Missing) 

The following tissues were considered mrmal: 
Heart, Liver, Liver Perls', Spleen, Pancreas, Urinary bladder, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, tisophagus, Stomach, Duodenum, 
Je]unum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Hrain, Sternum. 

Pathologist: L.E.Pish 

Date: 24 OctSS 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 451 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea ~nnlmal subapithelial inflammation. 
Lungs Wderate peribronchiolar lymphoid aggregates. Wderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal peribronchiolar aclni with 
inflammation. moderate pneumonltis. mderate foci of 
pigmented macrophages. 

Lymph nodes ( W.ssing) 
Liver (Missing) 
Liver Perls' (Missing) 
Spleen (t4issing) 
Spleen Perls' (Missing) 
Udneys Minimal foci of interstitial avnonuclear cells. 
Ovaries No corpora lutea. 
Adrenals Minimal congestion. 
Duodenum (Missing) 
Je junum (Missing) 
Ileum (Missing) 
Caecum (Missing) 
Colon (msaing) 
Spinal cord (Missing) 

The following tissues were considered normal: 
Aorta, Heart, Pancreas, Urinary bladder, Uterus. Thyroids, Pituitary, Salivary 
gland, Oeso#agus, Stomach, Skeletal muscle, Eyes, Brain, Sternum. 

Pathologist: L.E.Pish 

Date : 24 Oct85 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 mg/kg/dw 

Rat uo./sex: R 453 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subeplthelial inflammation. 
Lungs M.rnimal pleumonitis. minimal bronchiolar epithelial 

hypertrophy with prominent goblet cells. Minimal 
peribronchiolar lymphoid aggregates. 

Lymph nodes (Missing) 
Lj ver Minimal foci of mnonuclear cells. 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Per18 Moderate Perls' positive material. 
Uterus Minimal dilatation of lumen. 
Ovaries Unilateral parovarian cyst(s). 
Caecum (Missing) 
Colon Parasite(s) in lumen. 

The following tissues were considered normal: 
Aorta, Heart, Spleen, Pancreas, Kidneys, Urinary bladder, 'Ihyrofds, Adrenals, 
Pituitary, Salivary gland, Cesophagus, Stomach, Duodenum, Je:Iunum, Ileum, 
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 oct05 
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APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 454 /F 

Designated: TERMINAL 

Hietopathology 

The following observations were noted: .._.- 
Trachea Marked subepitnelial inflammation. Squamous nWxplasia 

of epjtbelium. 
Lungs 

Lymph nodes 
Liver Perls' 
Spleen Perls' 
Urinary bladder 
Stomach 
Duodenum 

Mderate bronchiolar epithelial hypertrophy with 
prominent goblet cells. moderate peribronchiolar acini 
with inflammation. Bronchopneumonia. 
(MJ.seing) 
Trace of centrilobular Perls' positive material. 
Moderate Perls' positive material. 
Parasite(a) in lumen. 
FOCI of submucosal adipose tissue(g). 
(Missing) 

The following tissues were considered normal: 
Aorta, Heart, Liver, Spleen, Pancreas, ~dneys, Uterus, Ovaries, Thyroids, 
Adrenals, Pituitary, salivary gland, Ossophagus, JeIunum, Ileum, Caecum, Colon, 
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctS5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/dq 

Rat No./Sex: R 457 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs tiderate peribronchiolar lymphoid aggregates. bderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Moderate peribronchiolar acini with 
inflammation. Minimal pneumonitis. Minimal foci of 
pigmented macrophages. I 

Lymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' Moderate Perls' positive material. 
Pancreas Focal exocrine acinar atrophy. 
Stomach Foci of submucosal adipose tissue(g). 
Caecum (Missing) 
Colon Minimal lymphofd hyperplasia. 
Spinal cord (Mi ssing) 
Sternum (Hissing) 

The following tissues were considered rrormal: 
Aorta, Heart, Liver, Spleen, Kidneys, Urinary bladder, Uterus, Ovaries, 
Thyroids, Adrenals, Pituitary, Salivary gland, Ceso@agus, Duodenum, Je]unum, 
Ileum, Skeletal muscle, Eyes, Brain. 

Pathologist: L.E.Pish 

Date: 24 Oct85 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/*y 

Rat No./Sex: R 458 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Bronchiectasis. Sronchopneumonia. 
Lymph nodes (Missing) 
Liver Minimal foci of mononuclear cells. 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Per16 Moderate Perls’ positive material. 
Kidneys Minimal foci of interstitial mononuclear cells. 
Adrenals Minimal congestion. Animal slderocytee. 
J@jllnlMl (Missing) 
Ileum Minimal lymphoid hyperplasia. 
Caecum (kissing) 

The following tissues were considered normal: 
Aorta, heart, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries, Thyroids, 
Pituitary, Salivary gland, Oesophagus, Stomach, Duodenum, Colon, Skeletal 
muscle, Eyes, Spinal cord, Brain. Sternum. 

Pathologist: L.E.Fish 

Date: 24 octss 



APPENDIX 

(Pathology - continued) 

IPO/26/27 

Individual Animal Hietopathology 

Compound: ITF 282 

Level: 85 mdkg/day 

Rat No./Sex: R 459 /F 

Designated: TERMINAL 

The followinq observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Minimal bronchiolar epithelial hypertrophy with 

prominent goblet cells. tinimal parrbronchiolar 
lymphoid aggregates. 

Lymph nodes (Missing) 
Liver Minimal foci of mnonuclear cells. Eocal hepatocyte 

necrosis. 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' Moderate Perls' positjve material. 
Kidneys Minimal foci of interstitial mononuclear cells. 
Urinary bladder Parasite(s) in lumen. Parasites in mucosa. 
Adrenals Focus of cortical hyperplasia. 
Salivary gland Mnimal focal acinar atrophy. 
Caecum (Missing) 

The following tissues were considered normal: 
Aorta, Reart, Spleen, Pancreas, Uterus, Ovaries, 'Thyroids, Pituitary, 
Oesophaqus, Stomach, Duodenum, JeIunum, Ileum, Colon, Skeletal muscle, Eyes, 
Spinal aord, Brain, Sternum. 

Patholoqrst: L.E.Fish 

Date: 24 Oct85 



, . 

APPENDIX 

(Pathology - continued) 

130/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 460 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Moderate peribronchiolar lymphofd aggregates. Minimal 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal psribronchiolar acini with 
inflammation. Moderate pnaumonitis. 

Lymph nodes (Missing) 
Liver Perls ’ Trace of centrilobular Perls' positive material. 
Spleen Minimal extramedullary haemopoiesis. 
Spleen Perls’ Moderate Perls' positive material. 
Uterus Minimal dilatation of lumen. 
Ovaries Bilateral inflammation. 
Ileum Minimal lysphoid hyperplasia. Fat necrosis in 

meeentery- 
Caecum Minimal lymphoid hyperplaeia. 

The following tissues were considered normal: 
Aorta, Heart, Liver, Pancreas, Kidneys, Urinary bladder, Thyroids, Adrenals, 
Pituitary, Salivary gland, Oesophagus, Stomach, modenum, Je]unum, 'Colon, 
Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Pieh 

Date: 24 OctB5 



compound: 

APPENDIX 

(Pathology - continued) 

IPO/26/27 

Individual Animal Histopathology 

ITF 282 

Level: 85 mg/kg/dw 

Hat No./Sex: I? 461 /P 

Designated: TEFNINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Moderate bronchiolar epithelial hypertrophy with 

prominent goblet cells. Minimal paribronchiolar 
lymphoid aggregates. Minimal peribronchiolar acini 
with inflammation. Moderate pneumonitis. Minimal foci 
of pigmented macrophages. Focus of foamy macrophages. 

Lymph nodes (Missing) 
Spleen Perls' Moderate Perls' positive material. 
Ovaries Unilateral haemorrhagic cyst(s). Cyet(s). 
Oesophagus (Hissing) 
Eyes (Missing) 

The following tissues were considered normal: 
Aorta, Beart, Liver, Liver PerlS', Spleen, Pancreas, lUdneyo, Urinary bladder, 
Uterus, Thyroids, Adrenals, Pituitary, Salivary gland, Stomach, hodenum, 
Je]unum, Ileum, Caecum, Colon, Skeletal muscle, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date : 24 Oct85 
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I A P P E N D I X  

i (Pa tho logy  -  con tmued )  

i . IF0 /26/27 

Ind iv idua l  An ima l  Hfs topatho logy  

C o m p o u n d :  ITF 2 8 2  

Leve l :  

Fat  No. /Sex:  R  4 6 2  /P  

Uea iqna ted :  T E R M I N A L  

T h e  fo l lowing observat ions we re  noted :  
T r a c h e a  Min ima l  subep i the l ia l  in f lammat jon.  
L u n g s  Mmima l  p leumoni t is .  M in ima l  b ronch io la r  epf the l ia l  

hype r t rophy  wi th p rom inen t  gob le t  cel ls. M in ima l  
pe r ib ronch io la r  l ympho id  agg rega tes .  l rbdera te  foci of  
p i g m e n t e d  m a c r o p h a g e s .  

L y m p h  n o d e s  (Miss ing)  
L rve r  Per ls '  T race  of  cent r i lobu lar  Per ls '  posi t ive mater ia l .  
S p l e e n  Per le '  M o d e r a t e  Per ls  ’ posi t ive mater ia l .  
Uterus  Min ima l  d i la tat ion of  l umen .  
S tomach  Foci  of submucosa l  a d i p o s e  t issue(g) .  
I leum (Miss ing)  
Ske le ta l  l rmscle (Miss ing)  

The  fo l lowing t issues w e r e  cons ide red  norma l :  
Aor ta ,  Hear t ,  bver ,  Sp leen ,  Panc reas ,  K idneys ,  Ur inary  b ladder ,  Ova r ies  
Thyro ids,  Adrena ls ,  Pitui tary, Sa l ivary  g land ,  O e s o p h a g u s ,  IX l o d e n u m  , 
Caecum,  ( 4 3 L o n .  Eyes,  Sp ina l  cord ,  Bra in ,  S te rnum.  

Je jLnum,  

Patho log is t :  L .E.Fish 

Date  : 2 4  0 . 3 3 5  



I  .  

A P P E N D IX  

( P a th o l o g y  -  c o n ti n u e d ) 

IF O /2 6 /2 7  

In d i v i d u a l  A n i m a l  H i s to p a th o l o g y  

C o m p o u n d : IT F  2 8 2  

L e v e l : 0 5  w /k g /d a y  

R a t N o ./S e x : R  4 6 4  /F  

D e s i g n a te d : T E R M IN A L  

T h e  fo l l o w i n g  o b s e rv a ti o n s  w e re  n o te d : 
T ra c h e a  M i n i m a l  s u b e p i th e l i a l  i n fl a s u n a ti o n . 
L u n g s  E l o d e ra te  p e r i b ro n c h i o l a r  l y m p h o i d  a g g re g a te s . W n i m d l  

p n e u m o n i ti s . M i n i m a l  b ro n c h i o l a r  e p i th e l i a l  
h y p e rtro p h y  w i th  p ro m i n e n t g o b l e t c e l l s . M i n i m a l  
p e r i b ro n c h i o l d r  a c i d  w i th  i n fl a m m a ti o n . 

L y m p h  n o d e s  (M i s s i n g )  
L i v e r  P e r l s '  T ra c e  o f c e n tri l o b u l a r  P e r l s '  p o s i ti v e  m a te r i a l . 
S p l e e n  P e r l s '  M o d e ra te  P e rk '  p o s i ti v e  m a te r i a l . 
P a n c re a s  ' M .u i m a l  fo c a l  e x o c r i n e  d c i n a r  a tro p h y . 
U te ru s  b !i n i L L Id l  d i l a ta ti o n  O f e n d o m e tri d l  g l d n d s . 
O v a r i e s  N o  c o r p o r a  l u te a . 
C a e c u m  M i n i m a l  l y m p h o i d  h y p e rp l d s i a . 

T h e  fo l l o w i n g  ti s s u e s  w e re  c o n s i d e re d  n o rm a l : 
A o rta , H e a rt, L tv e r, S p l e e n , K i d n e y s , U r i n a ry  b l a d d e r, T h y ro i d s ,. A d re n a l s , 
P i tu i ta ry , S a l i v a ry  g l a n d , @ S O # a d g u S , S to m a c h , D u o d e n u m , J e l u n u m , Il e u m , 
C o l o n , S k e l e ta l  m u s c l e , E y e s , S p i n a l  c o rd , S r a i n , S te rn u m . 

P a th o l o q i s t: L .E . F i s h  

D a te  : 2 4  O c t0 5  



APPENDIX 

(Pathology continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/~y 

Rat No./sex: R 465 /F 

Desiqnated: TERMINAL 

The follouinq observations were noted: 
Trachea Kinimal subepithelial inflammation. 
Lungs . 

Lymph nodes 
Liver 
Spleen Perle' 
Pancreas 
Kidneys 
Uterus 
Ovaries 

Minimal bronchiolar epithelial hypertrophy with 
prominent goblet cells. Minimal paribronchiolar 
lymphoid aggregates. 
(Missing) 
Minimal vacuolated hepatocytes. 
Moderate Perls' positive material. 
Minimal focal exocrine acinar atrophy. 
Minimal progressive glomerulonephrosis4, 
Minimal dilatation of lumen. 
No corpora lutea. 

me following tiseues were considered nomal: 
Aorta, Heart, Liver Perls', Spleen, Urinary bladder, thyroids, Adrenals, 
Pituitary, Salivary gland, Esophagus, Stomach, Duodenum, Jelunum, Ileum, 
Caecum, Colon, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 OctBS 



APPENDIX 

(Pathology - continued) 

IPO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 

Rat No./Sex: R 466 /F 

Designated: TERMINAL 

The following observations were noted: 
Animal notes Tumour bearing rat. 
Trachea moderate subepithelial inflammation. 
Lungs moderate paribronchiolar lymphoid aggregates. Moderate 

bronchiolar epithelral hypertrophy with prominent 
goblet cells. Minimal pneumonitis. Minimal 
peribronchiolar acinf with inflammation. Minimal foci 
of pigmented macrophages. 

Lymph nodes . (Missing) 
Spleen Perls' Moderate Perls' positive material. 
Pancreas (Missing) 
Kidneys Minimal foci of interstitial mononuclear cells. 

Minimal foci of dilated cortical tubules with 
eosinophllic contents. 

Urinary bladder Parasites in mucosa. 
Pituitary (Missing) 
Spinal cord (Missing) 
mammary gland Mammary fibroadenoma [Neoplastic, Benign]. 

The following tissues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Uterus, Ovaries, Thyroids, Adrenals, 
Salivary gland, Ossophagus, Stomach, Duodenum, Jelunm, Ileum, Caecum, CDlon, 
Skeletal muscle, Eyes, Brain, Sternum. 

Pathologist: L.E.Pish 

Date: 24 oct05 
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APPENDIX 

(Pathology - continued) 

IPO/26/27 

Individual+ Animal Histopathology 

Compound: ITP 282 

Level: 

Rat No./Sex: R 467 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepjthelial inflammation. 
Lungs 

Lymph nodes 
.Ljver Paris' 
Spleen Perls' 
Urinary bladder 
Uterus 
Caecum 
Colon 

Mode&ate peribronchiolar lymphoid aggregates. mderate 
bronchiolar epithelial hypertrophy with prominent 
goblet cells. Kinimal pleumonltie. Wnimal 
peribronchiolar acini with inflammation. twderate foci 
of pigmented macrofiages. 
(Missing1 
Trace of centrilobular Perls' positive material. 
Moderate Perls' positive material. 
Parasite(s) in lumen. Parasites in muco~a. 
Mnimal dilatation of endometrial glands., 
Minimal lymphoid hyperplasia. 
Parasite(s) in lumen. 

The following tissues were considered normal: 
Aorta, heart, Uver, Spleen, Pancreas, Udneys, ovaries, 'Ihyroids, Adrenals, 
Pituitary, Salivary gland, Ossophagus, Stomach, Duodenum. JeJunum, Ileum, 
Skeletal muscle, Eyes, Spinal cord, Brain. Sternum. 

Patholoqist: IUE.Flsh 

Date: 24 Oct05 



APPENDIX 

(Pathology - continued) 

X80/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 mg/kg/day 

Rat No./Sex: R 460 /P 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs koderate peribmnchiolar lymphoid aggregates. Minimal 

bronchiolar epithslFa1 hypertrophy with prominent 
goblet cells. Mnimal perlbronchiolar acini with 
inflammation. Wderate preumonitis. Mderate foci of 
pigmented macrophages. 

Spleen Perls' Trace of Perls' Positive material. 
Pancreas Minimal fooal exocrine acinar atrophy. 
Urinary 'bladder Parasites in mucosa. 
Uterus Minimal dilatation of lumen. 
Adrenals Focus of vacuolated cortical cells. 

The following tissues were considered normal: 
Aorta, Heart, Lyaqh nodes, Liver, Liver Perls', Spleen, Kidneys, Ovaries, 
Thyroids, Prtuitary, Salivary gland, C-%aophagus, Stomach, Duodenum, Jejunum, 
Ileum, Caecum, mlon; Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 oct05 



APPENDIX 

(Pathology - continued) 

i. 
! 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 mg/kg/day 

Rat No./Sex: R 470 /F 

Designated: THHMINAL 

The followinq observations were noted: 
Animal Mtes Tumour bearing rat. 
Trachea (Mrssing) 
Lungs &Aerate peribronchiolar lymphoid aggregates. Moderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal peunmnitis. Minimal foci of 
pigmented macrophages. 

Lymph nodes (Missing) 
Liver Minimal foci of mononuclear cells. MinimaIL vacuolated 

hepatocytes. 
Liver Perls' hate of centrilobular Perls' positive material. 
Spleen Perls' , Moderate Perls' positive material. 
Kidneys Minimal progressive glomerulonephrosis. 
Pituitary Adenoma of pars anterior [Neoplastic, Hen.ign]. 
Stomach Foci of submucosal adipose tissue(g). Minimal 

submucosal oongestioncng). 
Caecum Parasite(s) in lumen. Minimal lym#aoid hyperplasia. 

The following tissues were considered n0nna-l: 
Aorta, Heart, Spleen, Pancreas, Urinary bladder, Uterus, Ovaries, Thyroids, 
Adrenals. sliv~y gland, oesophagus, Duodenum, JeIunum, Ileum, Qlon, Skeletal 
muscle, Eyes, Spinal oxd, Brain, Sternum. 

Pathologist: L.E.Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - continued) 

IFC/26/27 

Individual Animal Hfstopathology 

Compound: ITF 282 

Rat No-/Sex: R 471 /F 

Designated: TERMINAL 

The followinq observations were noted: 
Lungs lrbderate peribronchxolar lym*oid aggregates. Minimal 

pneumonitis. Cyst not present in sections examined. 
nymph nodes (Missing) 
Liver Focus of hypertrophic hepatocytes. 
Uver Perls' Trace of centrilobular Perls' positjve material. 
Spleen Perls' Moderate Perls' posjtjve material. 
Kidneys Moderate foci of interstitial mononuclear cells. 
Urinary bladder (Mssing) 
Stomach Foci of submucosal adipose tissue(g). 
Caecum Minimal lymphoid hyperplasia. 
Colon Minimal lymphoid hyperplasia. 

The following tissues were considered rnrmal: 
Aorta, Trachea, Heart. Spleen, Pancreao, Uterus, ovaries, lhyroJ.ds, Adrenals, 
Pituitary, Salivary gland, Esophagus, Duodenum, Jelunum, Ileum, Skeletal 
muscle, Eyes, Splnal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 Oct0S 
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APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

compound: ITF 282 

Level: 05 rn¶/k9/daY 

Rat No./Sex: R 472 /F 

Designated: TEFWINAL 

The followinq observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs Minimal pneumonitis. Minimal bronchiolar epithelial 

hypertrophy with prominent goblet cells. Minimal 
peribronchiolar lymphoid aggregates. Minimal 
peribronchiolar acini with inflammation. Noderate 
alveolar haemorrhage. Minimal alveolar oedema. 

nymph nodes (Missing) 
Liver (Missing) 
Liver Perls' (Mj ssing) 
Spleen (Missing) 
Spleen Perls' (Missing) 
Pancreas Minimal focal exocrine acfnar atrophy. 
Uterus moderate dilatation of lumen. 
Ovaries No corpora lutea. 
Pitui.tary (Missing) 
Duodenum (Mxssing) 
Jejunum (Missing) 
Ileum (Missing) 
caacunl (Missing) 
Colon' (Missing) 

The following tissues were considered normal: 
Aorta, Heart, Kidneys, Urinary bladder, lbyroids, Adrenals, Salivary gland, 
Oesophagus, Stomach, Skeletal muscle, Eyes, Spinal cord, Brain, Sternum. 

Pathologist: L-E-Fish 

Date: 24 octs5 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 05 mg/kg/day 

Rat uo./sex: R 473 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea (Missing) 
Lungs tinimal bronchiolar epithelial hypertrophy with 

prominent goblet cells. Kinuml peribronchiolar 
lymphoid aggregates. 

Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' Moderate Perls' positive material. 
Kidneys Minimal foci of Interstitial mononuclear cells. 
Ovaries Cystic follicle(a). 

The following tissues were considered normal: 
Aorta, Heart, Lymph nodes, Liver, Spleen, Pancreas, Urinary bladder, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, Cesophagus, Stomach, Idiodenum, 
Je]unum, Ileum, Caecum, Colon, Skeletal muscle, Eyes, Spinal Cord, Brain, 
Sternum. 

Patholoqist: L. E. Fish 

Date : 24 Oct05 
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APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 474 /F 

Designated: TERMINAL 

The following observatjons were noted: 
Lungs Minimal pneumonitis. Minimal peribronchiolar lymphoid 

aggregates. Moderate alveolar haemorrhage. 
Lymph nodes (Missing) 
Liver Minimal foci of mnonuclear cells. Minimal bile duct 

hyperplasia. Early fibrous bridging. 
Spleen Perls' Imderate Perls' positive material. 
Ovaries No corpora lutea. 
stomach Foci of eubmucoeal adipose tissue(g). 
Caecum Minimal lymph&d hyperplasia. 
Eyes ( EUssing) 

The following tissues were considered mnnal: 
Aorta, Trachea, Heart, Wver PerlS', Spleen, Pancreas, Xidneys, Urinary 
bladder, Uterus, lhyroids, Adrenals, Pituitary, Salivary gland, Oesophague, 
Duodenum; Jejunum, Ileum, Colon, Skeletal muscle, Spinal cord, Brain, !Sternum. 

Patholoqist: L.E.Fish 

Date: 24 OctSS 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITT 282 

Level: 85 mg/kg/day 

Rat No./sex: R 477 /F 

Designated: TERMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs moderate peribronchiolar lymphoid aggregates. Moderate 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal poeumonitis. 

Lymph nodes (Missing) 
Spleen Perls' Moderate Perls' positive material. 
Duodenum (Missing) 
JeIunw (Kiesing) 
Ileum (?43seejng) 
Caecum 
Colon 

(Kissing) 
(Missing) 

Eyes (Missing) 

The following tissues were considered normal: 
Aorta, Heart, Liver, Liver Perls', Spleen, Pancreas, Kidneys, Urinary bladder, 
Uterus, Ovaries, 'thyroids, Adrenals, Pituitary, Salivary gland, Oesophague, 
Stomach, Skeletal muscle, Spinal cord, BraJn, Sternum. 

Pathologist: L.E.Fish 

Date: 24 OctES 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITP 282 

Level: 05 mg/kg/dw 

Rat No./sex: R 478 /F 

Desiqnated: TERMINAL 

The following observations were noted: 
Lungs Moderate peribronchiolar lymphofd aggregates. Mderata 

bronchiolar epithelial hypertrophy with prominent 
goblet cells. Minimal pneumonitis. Noderate foci of 
pigmented pacrophages. 

Lymph nodes (Kissing) 
Uver (Missing) 
Liver Perls' (Missing) 
Spleen Perls' Hoderate Perls’ positive material. 
Pancreas tinimal focal exocrine aclnar atrophy. 
Stomach Foci of submucosal adipose tissue(g). 
Eyes (tdisslng) 

The following tissues were considered normal: 
Aorta, Trachea, Heart, Spleen, Kidneys. Urinary bladder, Uterus, Ovaries, 
Thyroids, Adrenals, Pituitary, Salivary gland, Oesophagus, Duodenum, JeIunum, 
Ileum, Caecum, Blon, Skeletal muscle, Spinal oord, Brain, Sternum. 

Pathologist: L.E.Flsh 

Date : 24 Oct85 . 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal 

Compound: ITF 282 

Level: 85 mg/kg/d.w 

Rat No./Sex: R 479 /F 

Designated: TERMINAL 

The following observations were noted: 
Aorta (Kissing) 
Trachea (Missing) 
Lungs (Missing) 
Lymph nodes (Ml ssing) 
Liver Perls' 
Spleen Perls' 
Pancreas 
Kidneys 
Urinary bladder 
Uterus 
Ovaries 
Thyroids 
Pituitary 
Salivary gland 
Oesophagus 
Caecum 
Skeletal muscle 
Eyes 
Spinal cord 
Brain 
Sternum 

The following t. iSSUSS were considered normal: 
Heart, Liver, Spleen, Adrenals, Stomach. Duodenum, Jejunum, Ileum, Colon. 

Histopathology 

Trace of centrilobular Perls' positive material. 
Moderate Perls' positive material. 
(MA ssing) 
Peripelvic lymphoid aggregates. 
(Mx3sing) 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
CM.4 ssing) 
( MssJ ng) 
(Missing) 
(Missing) 
(Mssing) 
(Missing) 
( Missing) 

Pathologist; L.E.Fish 

Date: 24 Oct85 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Bistopatboloqy 

Compound: ITP 282 

Level : 05 rn¶/W/daY 

Rat No./selc: R 400 /F 

Desiqnated: TERMINAL 

The followinq observations were noted: 
Aorta (Missing) 
Trachea 
Lungs 
nymph nodes 
Liver 
Liver Perls' 
Spleen Perls' 
Pancreas 
Kidneys 

(Mlssinq) 
(Hissing). 
(Missing) 
(Missing1 
(Hissing) 
mderate Perk positive material. 
(Missing) 
Focus of dilated cortical tubules with wsinophilic 
contents. 
(Missing) 
(Hissing) 
(Wesing) 
(Missing) 
(Kissing) 
(Misainq) 
(wssinq) 
FOCI of submucosal adipose tissue(q). 

Urinary bladder 
Uterus 
Ovaries 
Thyroids 
Pituitary 
Salivary gland 
Oesophaqus 
Stomach 
Caecum Minimal lymphoid hyperplasia. 
Skeletal muscle (Missing) 
Eyes (Musing) 
Spinal oDrd (t43ssinq) 
Brain (Missing) 
Sternum (Musing) 

The following tissues were considered normal: 
Heart, Spleen, Adrenals, Duodenum, Je)unum, Ileum, (S3lon. 

Patholoqist: L-E-Fish 

Date: 24 Oct05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 ’ 

Individual Animal Hiatopathology 

Compound: ITF 282 

Level: 85 mg/kg/~y 

Rat No./Sex: R 481 /F 

Designated: TERMINAL 

The following observations were noted: 
Lungs Minimal meumonltis. FUnimp peribronchiolar lymphoid 

aggregates. kderate foci of pigmented macrophages. 
Lymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' Positive material. 
Spleen Perls' Moderate Perla' posilxve material. 
Pancreas (Missing) 
Urinary bladder (Hissing) 
Stomach Foci of auJmucoea1 adipose tissue( 9). 
Eyes (Miaaing) 

The following tissues were considered mrmal: 
Aorta, Trachea, Heart, Liver, Spleen, Kidneys, Uterus, Ovaries, Thyroids, 
Adrenals, Pituitary, Salivary gland, Cksophagw, Duodenum, Je)unum, Ileum, 
Caecum, Colon, Skeletal muscle, Spinal cord, Firain, Sternum. 

Pathologist: L.E.fish 

Date : 24 Oct85 



APPENDIX 

(Pathology - continued) 

IFO/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level : 05 rag/kg/day 

Rat No./Sex: R 483 /P 

Designated: TERMINAL 

The following 
Trachea 
Lungs 

Lymph nodes 
Liver 
Spleen Per18 ' 
Ovaries 
Adrenals 
Stomach 
Eyes 

observations were noted: 
Minimal subepithelial inflammation. 
mderate paribronchiolar lymphoid aggregates. Mderate 
bronchiolar epithelial hypertrophy with prominent 
goblet cells. mderate peribronchiolar acini with 
inflasaaation. Mi nimal pleumonitis. 
Abscess. 
Minimal vacuolated hepatocytes. 
Marked Perls' positive material. 
m  wrpcra lutea. 
Pocus of vacuolated cortical cells. 
Foci of submucosal adipose tissue(g). 
(Miseing) 

The following tissues were considered normal: 
Aorta, Heart, Liver Perle', Spleen, Pancreas, Kidneys, Urinary bladder, Uterus, 
Thyroids, Pituitary, Salivary gland, Deeophagus, (Xlodenum, JeIunum, Ileum, 
Caecum, OJlon, Skeletal muscle, Spinal cord, Brain, Sternum. 

Patholoqist: L.E.Fish 

Date: 24 Oct0.5 



APPENDIX 

(Pathology - contmued) 

IF0/26/27 

Individual Animal Histopatholoqy 

Compound: ITP 282 

Level: 85 mg/kg/day 

Rat No./Sex: R 484 /P 

Designated: TERMINAL 

The following observation8 were noted: 
Aorta (Miesing) 
Trachea (Missing) 
Lung8 Minimal perlbronchiolar lymphoid aggregates. Minimal 

foci of pigmented macrophaqes. loci of alveolar 
haemorrhage. 

Lymph nodes (Missing) 
Spleen Perls' Moderate Perls' positive material. 
Pancreas 
Kidney8 

Urinary bladder 
Uterus 
Ovaries 
Thyroids 
Pituitary 
Salivary gland 
Oesophaqus 
Stomach 

. Colon 
Skeletal muscle 
Eyes (Missing) 
Spinal cord (Missing) 
Brain (Missing) 
Sternum ( ftissinq) 

(Missing) 
minimal foci of dilated cortical tubule8 with 
eosino*ilic wntents. 
(Missing) 
(missing) 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
(Mlsaing) 
Foci of auhucoeal adipoee ti ssue( g) . 
minimal lymphoid hyperplasia. 
(Missrng) 

The following usauea were considered mrmal: 
Beart, Liver, Liver Perls', Spleen, Adrenals, Duodenum, Je]unum, Ileum, Caecum. 

Pathologist: L.E.Fish 

Date : 24 Oct85 



APPENDIX 

(Pathology - continued) 

IPO/26/27 

Individual Animal Histopathology 

Compound: ITP 282 

Level : 85 mg/kg/day 

Rat No./Sex: R 407 /P 

Lesiqnated: TBBMINAL 

The following observations were noted: 
Trachea Minimal subepithelial inflammation. 
Lungs t4mimel pneumoni tis . Minimal bronchiolar epithelial 

hypertrophy with prominent goblet cells. Minimal 
peribronchiolar lymphoid aggregates. 

Lymph Md8s (Hissing) 
Spl88Il Perls' MDderate Perls' positive material. 
Kidn8yE Minimal foci of dilated cortical tubules with 

aosinophilic contents. 
Ovaries No corpora lutea. 
Colon minimal lym#oid hyperplasia. 
Eyes (Missing) 
Spinal cord (Missing) 
Brain (Missing) 

Th8 following tis6U8S were considered normal: 
Aorta, heart‘ Liver, uV8r Paris', spl88n, Pancreas, Urinary bladder, Uterus, 
Thyroids, Adrenals, Pituitary, Salivary gland, Cksophagus, Stomach, Duodenum, 
Jejunum, 118UQI, Caecum, Skeletal muscle, Sternum. 

Pathologist: L.E.Pish 

Date : 24 Dctss 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 282 

Level : 85 w/kg/day 

Rat No./Sex: R 4S9 /F 

Designated: TERMINAL 

The following observations were noted: 
Aorta (Missing) 
Trachea (Missing) 
Lungs (bussing) 
Lymph nodes (Missing) 
Liver Perls ' Trace of centrilobular Perls' positive material. 
Spleen Perls' 
Pancreas 
Kidneys 

Urinary bladder 
Uterus 
Ovaries 
Thyroids 
Pituitary 
Salivary gland 
0es0phaglls 
Skeletal muscle (Mlssingl 
Eyes (MI sslng) 
Spinal wrd (Ktssing) f 
Brain (Missing1 
Sternum (Missing) 

Marked Perls' positive material. 
(Missing) 
Minimal foci of interstitial -nonuclear cells. Focus 
of dilated cortical tubules with eosinophilic 
contents. 
(Missing) . 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
(Missing) 
(Missing) 

The following tissues were considered normal: 
Heart, Liver, Spleen, Adrenals, Stomach, Duodenum, JeJunum, Ileum, Caecum, 
Colon. 

Pathologist: L.E.Fish 

Date: 24 oct05 



APPENDIX 

(Pathology - continued) 

IF0/26/27 

Individual Animal Histopathology 

Compound: ITF 202 

Level : 85 mg/kg/dw 

Rat No./sex: R 490 /F 

Daaiqnated: TEPMINAL 

The following observations were noted: 
Aorta (Missjng) 
Trachea (Missing) 
Lungs (Hissing) 
Lymph nodes (Missing) 
Liver Perls' Trace of centrilobular Perls' positive material. 
Spleen Perls' Moderate Perls' positive material. 
Pancreas (Missing) 
Urinary bladder (t4hsing) . 
Uterus (Missing) 
OVUiSS (Hissing) 
Thyroids (Missing) 
Pituitary (Missing) 
Salivary gland (Missing) 
Oesophagua 
Stomach 
Caecum 

(Missing1 
Foci of submucosal adipose tissue(g). 
Minzmal mucosal inflaaunation. Minimal suhnucosal 
inflanrnation. Minimal submucosal oedema. 

Colon 

Skeletal muscle 
Eyes 
Spinal cord 
Brain 
Sternum 

Minimal mucosal inflammation. Minimal submucoeal 
inflammation. 
(Miserng) c 
(Missing) - 
(Bissing) 
(Kissing) 
(Kloeing) 

The following tissues were considered normal: 
Heart, Liver, Spleen, Kidneys, Adrenals, Duodenum, Jejunum, Ileum. 

Pathologist: L.E.Fi.sh 

Date : 24 oct05 


